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373. An Outbreak of Staphylococcal Food-poisoning 
J. G. Oppy and H. W. CLeGcG. British Medical Journal 
[Brit. med. J.] 1, 442-444, April 5, 1947. 4 refs. 


The outbreak described affected 167 miners at several 
collieries. The incubation period was 3 hours and the 
onset was explosive and sudden, with dizziness, nausea, 
vomiting, diarrhoea, and abdominal pain. All the 
patients made a rapid recovery. The vehicle involved 
was a meat pack known as a “ B”’ pack made up of one 
pressed-beef sandwich and either a roast-beef or corned- 
beef sandwich, each in its grease-proof paper. Actually 
only the pressed beef was implicated. On the occasion 
of the outbreak 1661 “B” packs were sold among 
10,098 miners All the cases were among the 8,385 men 
on the day shifts, to whom 1,472 “ B”’ packs were sold. 
It was found that by the time the sandwiches were eaten 
they were about 8 hours old for the afternoon shifts, 17 
hours for the night shifts, and about 25 hours old for the 
day shifts. Temperatures of storage varied from 35° to 
14° F. (1-7° to 23-3° C.). The sandwiches in the different 
collieries were from one food-preparing centre; the 
pressed beef was cooked, pickled, and pressed by one 
butcher, and when ready for cutting was placed in a 
refrigerator operating at just above freezing-point. It was 
made into sandwiches only on the day of distribution to 
the collieries. Staphylococcus pyogenes aureus was iso- 
lated from the vomit of patients, from some of the ““ B”’ 
packs, and from the outer surface of a block of uncut 
pressed beef in the refrigerator at the cooking centre. 
The organisms were coagulase-positive, haemolytic, fer- 
mented mannite, and were of the same bacteriophage type. 
The 38 swabs from 28 persons at the cooking centre 
showed 10 positive swabs from 8 persons. Those 
positive from the nose and from the hand of the butcher 
were of the same bacteriophage type as those from the 
clinical cases. His responsibility for the outbreak was 
further confirmed by the fact that in the previous months 
there had been two smaller outbreaks from the same 
vehicle and with the meat prepared by the same butcher. 
A cut on the palmar surface of his right hand was trivial, 
and caused no discomfort, but showed a heavy growth of 
the staphylococcus. The hygienic conditions at the 
cooking centre were excellent. The time factors men- 
tioned show that it mostly took from 17 to 25 hours for 
enough toxin to be produced to cause sickness, and even 
then there were only 147 cases among rather fewer than 
1,472 at risk. The exact number is unknown since some 
men had eaten more than one sandwich. The staphy- 
lococcus was not found in the brine, and the exact salt- 
content of the pressed beef is not given, but evidently it 
did not inhibit growth of this organism. W. G. Savage 
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374. The Enigma of Notified Dysentery 

J.A.G Lover. Monthly Bulletin of the Ministry of Health 
and the Public Health Laboratory Service [Mon. Bull. Min. 
Hith) 6, 46-53, March, 1947. 3 figs., 11 refs. 


Dysentery was made notifiable in Britain in 1919 
because of the fear of spread of the disease among the 
civil population after the war of 1914-18. Notifications 
declined rapidly after 1919, and then remained com- 
paratively steady and infrequent for some years. A large 
proportion of the notifications at this time referred to 
cases of relapsing amoebic dysentery, which is practically 
never epidemic in this climate. About 1931 notifica- 
tions began to increase, reaching a peak in the first half 
of 1938. This was followed by a trough in 1939, but in 
1940 the upward trend was renewed until, in 1945, the 
number of notifications was 47 times greater than it was 
in 1925. There was a steep decline after the first quarter 
of 1946. The suddenness of a triple increase in 1937 
** seems to preclude mere variation in recognition and to 
indicate a real increase in the prevalence of mild 
dysentery 

Despite the increase in the number of notifications the 
deaths attributed to dysentery varied but little. The 
ratio of notifications to deaths changed from 3-1 to 1 in 
1925 to 98°6 to 1 in 1945. A partial explanation of these 
facts may be found in: (a) improved diagnosis, and 
(b) a real increase in bacillary dysentery, especially that 
due to Shigella sonnei, to which some nine-tenths of the 
notified cases seem to be due. ‘“ By gradual stages in 
20 years the term dysentery has been expanded, and now 
includes not only the fatal cases and those cases severe 
enough to be notified on clinical grounds, but also all 
those cases of diarrhoea in which Shigella has been 
bacteriologically identified.” 

Attention is drawn to the fact that male infants are 
much more prone to die of dysentery than are female 
infants, and male children continue to be more prone 
up to 15 years, although in diminishing degree. After 
that age the mortality rate from dysentery is higher in 
females at every age group. Figures are given which 
show that children under the age of 5 years constitute 
the most susceptible age-group, both in respect of inci- 
dence and mortality. ‘*‘ While notification suggests a 
lowering of the age grouping of the incidence, the age 
grouping of the deaths seems to have changed but little 
in the past 10 years.” 

The real increase in the disease, apart from any apparent 
increase due to improved diagnosis and changed nomen- 
clature, is almost certainly correlated with the difficulty, 
especially great during war, in maintaining scrupulous 
care in the handling of food and in attention to personal 
hygiene, particularly among persons who handle food. 
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In addition, however, the great variations in the noti- 
fications of dysentery seem to point to an unknown 
“* epidemiological ” factor. J. Fanning 


374a. Chronic Oral Toxicity of Alpha-naphthyl Thiourea 
O. G. FirzHuGu and A. A. NELSON. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 64, 305-310, March, 1947. 8 refs. 


375. The Sterilization of Utensils in Licensed Drinking 
Houses 

J. G. Davis and J. C. L. REsuGGAN. Journal of the 
Institute of Brewing [J. Inst. Brew.] 53, 15-24, Jan.—Feb., 
1947. 


The ideal method of preventing infection from giasses 
on licensed premises is to use a clean, dry, and sterilized 
glass for every order. Under present conditions of 
shortage of glassware, staff, and storage, however, this is 
impossible and glass-washing is, generally, of two kinds, 
as observed by the authors in a survey of all types of 
licensed premises, excluding large residential hotels, in 
the London area: (1) The glasses are continually in 
circulation and are rinsed in warm water (95° to 115° F.: 
35° to 46°C.), allowed to drain, and then re-used as 
required; in some cases cold water only is used; (2) When 
the premises close all glasses are rinsed in warm water 
and are finally dried with a glass-cloth; in one or two 
cases soda was added to the water. A single rinse was 
the universal practice; a two-stage process, such as a 
wash in warm or hot water followed by a separate 
clean-water rinse, was never observed. 

Any sterilizing agent for use under these conditions 
has to fulfil the following conditions: it must be non- 
poisonous and non-irritant, have a powerful and rapid 
bactericidal action, impart no taste to the drink with 
which the glass is subsequently filled, and have good 
detergent properties, facilitating the removal of residues 
and contaminating matter from the surface of the glass. 
In a series of experiments designed to find such an agent 
two preparations were investigated. Preparation A 
consisted of an alkyl phenol ester of sulphoricinoleic 
acid emulsified with an alkyl sulphate wetting agent. 
The preparation contained 5% of the disinfecting agent, 
and a 1% solution of this preparation had good detergent 
properties. No taste was imparted to beverages. 
Bacteriologically this preparation was fairly effective 
against Gram-positive organisms, except for the pneumo- 
coccus, but had little effect on Gram-negative organisms. 
The keeping properties of a 1% solution were not good. 
Preparation B was a newly synthesized quaternary 
ammonium halide compound (British Hydrological 
Corporation), the bactericidal principle being N-N-di- 
n-octyl N-N-dimethylammonium bromide. It was much 
more active than preparation A; staphylococci were 
inhibited by 1 part in 650,Q00 and streptococci by 1 
in 165,000, the culture medium being glucose broth. 
Pseudomonas pyocyanea was inhibited by 1 part in 


16,000. The corresponding figures for preparation A 
were respectively 1 in 500, 1 in'1,000, and 1 in 50. No 
data have yet been obtained on the toxicity of prepara. 
tion B, but the authors regard it as fairly safe to assume 
that, in common with the long-chain quaternary com. 
pounds, its toxicity may be disregarded. A concentra. 


tion of 1 in 3,300 applied to a rabbit’s eye was nop. ' 


irritant. 

A number of experiments were performed on the rinse 
water from the washing bowls in licensed premises, 
When 1% of preparation A was added to the rinse water 
a marked reduction in the plate counts was obtained, 
though coliforms were not entirely eliminated. When 
preparation B was used a rather greater reduction in the 
count was obtained, even when the concentration of B 
was four times less than that of A. Also,.coliforms were 
eliminated. Full details of preparation B are to be 
published. R. B. Lucas 


376. Revaccination in Adults 
J. C. Broom. Lancet [Lancet] 1, 364-366, March 22, 
1947. 2 figs., 1 ref. 


This is a study of 1,364 vaccinations carried out on 
adults recruited to Unrra administration during 
1945. Age distribution among the subjects was approxi- 
mately even over the 20-year to 60-year range and the 
sexes were equally represented. In each case a dual 
vaccination was carried out with one insertion each of 
active lymph and of lymph inactivated by heating at 
65° C. for 30 minutes and tested for inactivity by 
inoculation into rabbits. 

Readings were taken according to the types recognized 
by the International Sanitary Convention of 1944: 
typical primary indicating complete susceptibility; 
accelerated reaction, indicating partial residual immunity; 
and “ reaction of immunity”. The inactivated lymph 
served as a control to eliminate protein sensitivity, a 
positive control reaction being recorded when the 
appropriate skin incision showed gaping edges and an 
area of erythema 5 mm. or more in diameter. The 
results were classified in accordance with the number of 
years which had elapsed since the previous vaccination. 

Control reactions were found in all groups, being least 
frequent in those with an interval since the last vaccina- 
tion of more than 20 years (6%) and consistently 
twice as frequent in those with an interval between 2 
and 20 years. Typical primary reactions increased in 
frequency with increase in the interval, reaching 35% 
after the lapse of 20 years. This increase, however, 
was slow and probably not significant up to the end of 
10 years. Accelerated reactions were the commonest 
in all groups and comprised 40 and 50% at all periods. 
Immune reactions were the least common of all the posi- 
tive reactions, occurring in material numbers only in the 
Q-2-year and 2-S-year groups. A significant number, 
approximately 30% of some groups, showed no reaction. 

The author suggests that the unexpected finding that 
5% of those last vaccinated within 2 years showed a 
typical primary reaction may be due to confusion of a 
non-specific reaction with a reaction of immunity on the 
previous occasion. As he points out, the non-specific 
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reaction to heated lymph may, simulate an immune 
reaction. He therefore suggests, for epidemiological 
purposes, that the international certificate of vaccination 
might be modified to accept insusceptibility to vaccina- 
tion if this is shown by the British Army’s method 
(vaccination with a single insertion, followed by three- 
insertion vaccination if the first insertion shows no 
“ take ” at the end of a week). J. D. Kershaw 


377. Yellow-fever Vaccination by the “‘ French Pro- 
cedure ” of the Pasteur Institute, Dakar. Recognition of 
its Efficiency by the Permanent Technical Committee of 
U.N.R.R.A. (La vaccination antiamaryle par le “ pro- 
cédé francais ”’ de I’Institut Pasteur de Dakar. (Recon- 
naissance de son efficacité par le —— technique 
permanent de l’U.N.R.R.A.).) 

—. VAUCEL. Semaine des Hépitaux [Sem. Hép. Paris] 
23, 119-122, Jan. 21, 1947. 5 refs. 


The Director of the French Colonial Service de Santé 
records the tests carried out on a group of 600 persons 
vaccinated in France with neurotropic virus passaged in 
mouse brains by the French scarification method, alone 
or in conjunction with vaccinia virus, and by yellow- 
fever vaccine prepared in London, Rio de Janeiro, and 
the U.S.A., these vaccines being made from the attenuated 
tissue culture strain of yellow-fever virus 17D. Sera 
were then tested for immunity at Dakar, Rio de Janeiro, 
and in the Montana laboratory of the U.S. National 
Institute of Hygiene. The results show that the immunity 
conferred by the French method was equal, if not 
superior, to that produced by the tissue-culture virus. 
No serious reactions were seen, but the warning is given: 
“If vaccine reactions following inoculation of the 
neurotropic virus are generally benign, at least in the 
adult, they are nevertheless fairly frequent and some- 
times provoke troublesome absences from duty” 
(“elles sont assez fréquentes et provoquent parfois des 
indisponibilités pénibles ”’). G. M. Findlay 


378. A Study of Rodent Ectoparasites in Mobile, 
Alabama 


L. C. Core and J. A. KoepKe. Public Health Reports ' 


[Publ. Hith Rep., Wash.] 61, 1469-1487, Oct. 11, 1946. 
1 fig., 40 refs. 


Mobile, a city of over 70,000 inhabitants, is the only 
seaport in the State of Alabama, and has an extensive 
foreign trade. The health authorities therefore keep 
constant watch for outbreaks of plague or other disease 
in which rats and their parasites, which may be intro- 
duced by shipping, play a part. During practically the 
whole of the year 1934, rodents were trapped throughout 
the city and their ectoparasites were enumerated. In 
addition to very large numbers killed in traps, 6,159 rats 
were captured alive and studied in detail; 94-88% were 


- Rattus norvegicus, the remainder being R.r. rattus and 


R.r. alexandrinus. A few mice were also obtained. 
Some 45,000 fleas, of which 64% were Xenopsylla cheopis, 
were identified. Many rats were also infested with 
mites and lice. The seasonal incidence of the parasites 
was studied, and X. cheopis was seen to be commonest in 


the hot season. The data support the view that X. 
cheopis is the main vector of plague and endemic typhus, 
but it is pointed out that some of the other species of 
ectoparasites may be important. No evidence of this 
point is included. Kenneth Mellanby 
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379. The Role of the Laboratory in an Industrial 
Hygiene Program 

A. L. Koven. Industrial Medicine [Industr. Med.] 15, 
628-632, Nov., 1946. 8 refs. 


Many examples of the part played by the industrial 
hygiene laboratory in solving the problems of differential 
diagnosis of occupational diseases are given. Among 
the functions of the laboratory are the following: to 
differentiate between occupational and non-occupational 
diseases; to rule out erroneous occupational causes and 
determine the proper hazard; to give a qualitative and 
quantitative basis for engineering surveys and recom- 
mendations for control; to recommend the substitution 
of less toxic materials; and, as a result of routine analyses, 
to reveal unsuspected hazards. It is essential that the 
chemist, engineer, and the physician should work as a 
team to ensure the advancement of industrial hygiene as 
a special branch of preventive medicine and public health. 

A. Lloyd Potter 


380. Symposium on Atomic Energy in Industry and 
Medicine. Essential Safeguards in Production and Use 
of Atomic energy 

J. E. WirtuH. Occupational Medicine [Occup. Med.] 2, 
428-438, Nov., 1946. 3 figs., 3 refs. 


The development of atomic energy has produced risks 
of injury infinitely greater than those already experienced 
in minor degree in the radium industry, in x-ray work, 
and more recently in research laboratories working with 
equipment such as cyclotrons and betatrons. Some of 
the elements used, such as beryllium and cadmium, are 
extremely toxic as well. Protection from these risks 
must be provided for personnel at the site and for the 
community surrounding it. Dry waste is usually dis- 
posed of by deep burial underground. Liquid waste 
in small quantities may be disposed of also by burial, but 
larger quantities must be diluted or decontaminated 
sufficiently to allow discharge into near-by streams in a 
concentration which will not be harmful. Safeguards to 
be effective must cover both personnel and equipment, 
and present a big problem. All workers must under- 
stand the dangers. The actual supervision, however, 
is best accomplished by a special ‘“* health-physics ” 
team; this, to cover all phases of a works research and 
production organization employing 1,500 persons, 
might require a team of up to 70 individuals. 

Personnel can be controlled by the use of pocket, 
badge, and special meters used to detect the amount of 
radiation received. They are termed personnel-moni- 
toring meters. Instruments used to determine amounts of 
radiation in work areas are referred to as survey instru- 
ments. Some are mobile and are used to detect radia- 
tion from sources or contamination of various sites and 


a 
tly 
12 
in 
5% 
ef, 
of 
est 
ds. 
si- 
the 
ef, 
iat 
fa 
the 
ific 
A 
4 


120 


objects such as floors, walls and desks. Others, such as 
integrons and monitrons, are stationary and may be 
called area-monitoring instruments; they are used to 
measure and record general back-ground radiation levels. 
They may be connected to an alarm system to sound a 
warning when a given radiation level has been reached. 
Barriers are always necessary, and in large installations 
like piles may be massive concrete walls 3 to 8 feet 
(91-4 to 243-8 cm.) thick. Distance is the best barrier, 
but it is often necessary to use concrete and lead for 
walls, doors, movable blocks, and bricks to protect 
against beta and gamma rays and to use water or paraffin 
to stop neutrons. Ropes and danger notices may be 
used in danger areas. Ventilation is important on 
account of heat and to prevent air-borne contaminants 
becoming lethal. Protective clothing is valuable, but 
facilities for laundering contaminated clothing must be 
provided. Special soaps, chemicals, and modified 
washing cycles are required to remove such substances as 
plutonium. Despite all these safeguards some persons 
will be exposed to dangerous amounts of direct radiation 
or acquire damaging quantities of radioactive elements 
in their systems. Routine tests of the workers’ blood, 
sputum, expired air, urine, and stools for alpha, beta, 
and gamma emitters as well as for chemically toxic 
substances should be carried out. If these are found, 
the worker should be prevented from further absorption. 
A person exposed to neutrons may have induced radio- 
active elements in his body, when active sodium and 
potassium are readily detectable in the urine. Methods 
for correctly determining infinitesimal amounts of 
alpha emitters are laborious but are important to the 
well-being of the workers, since plutonium has an 
extremely long half-life and a toxicity approaching that 
of radium. K. M. A. Perry 


381. Evaluation of the Beta and Gamma Radiation 
due to Extended Linear Sources of Radium 

R. D. Evans. Journal of Industrial Hygiene and Toxi- 
cology [J. industr. Hyg.] 28, 243-256, Nov., 1946. 11 
figs., 13 refs. 


Radioactive sources have been devised which, by 
ionizing the air, prevent the accumulation of static 
electricity at critical places in industrial machinery, 
such as the contact between conveyer belts and their 
rollers. In textile and paper mills radioactive static- 
eliminators appear to be important safety appliances, 
because they reduce the risk of fire or explosion of 
chemical vapours by eliminating the possibility of electric 
sparks due to static electricity. Unfortunately the 
radioactive sources cause a new risk, because of the pene- 
trating beta and gamma rays which they emit. To 
ascertain these risks elaborate physical methods have 
been employed by the author, and for a detailed descrip- 
tion of them and of the relevant mathematics the original 
paper must be consulted. A radioactive static-eliminator 
was constructed in the form of a long narrow strip of 
radium-gold foil covered by 0-3 » of gold and Ip of 
nickel. The alpha rays from this apparatus produced 
all their ionization within less than 3 in. (7-5 cm.) of the 
radium-gold strip. The gamma-ray intensities were 
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measured in units of milliroentgens (mr) per hour. 
Owing to their great penetrating power their dosage is 
substantially uniform throughout any irradiated organ 
of the body. Gamma-ray intensities were ascertained 
by eliminating the beta-radiation by means of 3;-in, 
(0-15-cm.) lead sheet. This absorbed only 15% of the 
gamma-radiation, and the beta-ray intensity was ascer- 
tained by deducting the gamma-ray intensity—as esti- 
mated by a Lauritsen quartz-fibre electroscope—from 
the readings of the total beta and gamma radiation. 
It is considered that the daily dose of gamma-radiation, 
when the entire body is exposed continuously to a field 
of uniform radiation, should not exceed 100 mr per day. 
This means that no gamma-ray effects should be expected 
if all parts of a worker’s body are farther than 9 in. 
(22-5 cm.) from any part of a static-eliminator having a 
radium concentration of 25 ug. of radium per inch 
(2:5 cm.). The maximum permissible gamma-radiation 
is applicable only if the beta-radiation has been eliminated 
by appropriate absorbers, such as shields of +';-in. 
(0-15 cm.) lead, §-in. (0-3 cm.) iron, or }-in. (1-8 cm.) 
wood. The maximum permissible dosage for beta- 
radiation is considered to be 125 mr per hour, at distances 
of 18 to 33 in. (45 to 83 cm.) from unshielded sources of 
various lengths, each containing 25 yg. of radium per 
inch (2-5 cm.). At distances of a few feet from the 
active surface the ionization due to beta rays is about 
100 times that due to gamma rays, but the rays have little 
penetrating power, and 0-3 cm. below the skin surface 
the radiation is reduced to a tenth of its dosage rate. 
H. M. Vernon 


382. Further Studies on Sensory Response to Certain 
Industrial Solvent Vapors 

L. SILVERMAN, H. F. SCHULTE, and M. W. First. Journal 
of Industrial Hygiene and Toxicology {J. industr. Hyg.] 28, 
262-266, Nov., 1946. 3 refs. 


This investigation is the continuation of a previous 
study of the sensory response limit for concentrations of 
various solvents, made in order to estimate the ventila- 
tion requirements necessary for comfortable working 
conditions. Eighteen solvents were investigated, 11 of 
them not previously studied. Twelve subjects of both 
sexes were tested with each solvent, the time of exposure 
being 15 minutes. Of the ketones tried, methyl isobutyl 
ketone gave, in the majority of subjects, a sensory 
response limit of 100 parts per million (p.p.m.) for 8-hour 
exposures. With diacetone alcohol the reliable limit 
appeared to be 50 p.p.m.; with isophorone the satis- 
factory limit was as low as 10 p.p.m. Of the alcohols 
tested, less than 5 p.p.m. of diisobutyl carbinol caused 
irritation of the eye in the majority of subjects, and 
10 p.p.m. caused irritation of the nose and throat as 
well. Of the esters tested, both methyl amyl acetate 
and isopropyl acetate gave a sensory limit of 100 p.p.m. 
for 8-hour exposures; and with ethers, n-butyl ether 
gave a limit of 100 p.p.m., and isopropyl ether one of 
over 300 p.p.m. With acetaldehyde, irritation of the 
eye appeared at 50 p.p.m., and some subjects objected 
strongly even to 25 p.p.m. H. M. Vernon 
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Physiology and Biochemistry 


383. Role of Sulphydril Groups in the Action of Acetyl- 
choline and Inhibition of the Vagus Nerve 

C. S. KOscHTOJANZ and T. M. Turpasew. Nature 
[Nature, Lond.] 158, 837-838, Dec. 7, 1946. 6 refs. 


The importance of the sulphydryl linkages in proteins 
has been stressed in much recent work, and they have 
been assigned an important place in enzymic action, in 
protoplasmic thixotropy (Faure-Fremiet), in spawning- 
activation (Townsend), and generally in a large number 
of physiological and embryological contexts. Working 
on the hypothesis that the effect of acetylcholine on the 
contractility of cardiac muscle might be in some way 
dependent on the presence of free sulphydryl groups in 
muscle protein, the authors tried the effect of mercuric 
chloride (as a means of binding the —SH-groups) on 
the acetylcholine response, controlling their result by 
adding cysteine. They find that the vagal effect and the 
effect of direct perfusion with acetylcholine are signi- 
ficantly inhibited after the application of sublimate 
(strength given as “1 x 10-8, 1 x 10-*”’, but not particular- 
ized as percentage or molar), the effect being reversed by 
cysteine. Application of mercury had no effect in 
producing release once the inhibitory effect was estab- 
lished. Cysteine had no effect on the blockage of the 


_ inhibitory process by atropine. They conclude that 


combination of acetylcholine with free —SH must be 
acondition of its action. It would be interesting to know 
what effect, if any, can be demonstrated in the case of 
skeletal muscle and of transmission in autonomic 
synapses. 

[Thixotropy is the property, exhibited by certain gels, 
of becoming fluid when shaken, and then becoming solid 
again.] Alex. Comfort 


384. Absorption Spectrum of Haemoglobin in Red Cells 
D. L. RUBINSTEIN and H. M. RAvikovicH. Nature 
[Nature, Lond.] 158, 952-953, Dec. 28, 1946. 4 figs., 
5 refs. 


Macailum, Bradley, and Adams have shown that 
whole blood and corpuscle suspensions are devoid of 
a band which is normally present in the spectrum of 
haemoglobin, the y or Soret band at 400 to 430 mu. 
The authors, following the later work of Keilin and 
Hartree (Nature, 1941, 148, 75), confirm the loss of this 
band under ordinary experimental conditions when 
haemoglobin is emulsified in oils, and further demon- 
strate that, by placing a flat-faced selenium photo-cell 
close to the test-chamber, the y band can be detected in 
cell suspensions. They are able to adduce these facts 


- against the suggestion made by Macallum and his co- 


workers that the suppression of the band is due to the 
combination of haemoglobin with the stroma of the 
cell. They suggest that the effect may be the result of a 
double reflexion of light from the droplets or cells, 


rays which are externally deflected being exempt from 
specific adsorption, while those which enter the cell 
exhibit it. The first group tends to be reflected toward 
the photo-cell under the conditions of the experiment, 
while the second group can be detected only if a plane 
cell is very closely apposed to the test-solution. This 
phenomenon is more pronounced in the case of wave 
components approaching the wave length of the Soret 
band, and consequently the alpha and beta bands are 
relatively exempt. This interesting suggestion confirms 
the previous work of Keilin and Hartree, and seems to 
clear up an outstanding anomaly. 
Alex. Comfort 


385. The Life Span of the Human Red Blood Cell 

D. SHEMIN and D. RitTeNBERG. Journal of Biological 
Chemistry [J. biol. Chem.] 166, 627-636, Dec., 1946. 1 
fig., 23 refs. 


Glycine labelled with the nitrogen isotope N*® was 
ingested by a human volunteer, in a dose of 66 g. over a 
period of 3 days. Haemin was isolated from samples 
of blood taken subcutaneously at intervals and the isotope 
concentrations were determined. Mathematical analysis 
of the data leads to the conclusion that the erythrocyte 
is not subjected to indiscriminate destruction but has a 
life-span averaging 127 days. It is also concluded that 
the protoporphyrin of haemoglobin is not re-utilized for 
haemoglobin synthesis, and that glycine is the nitrogenous 
precursor of the protoporphyrin of haemoglobin in man. 

[This figure of 127 days for the life-span of the erythro- 
cyte approximates closely to the figures of other recent 
authors using different methods.] L. J. Davis 


386. The Biological Utilization of Glycine for the Syn- 
thesis of the Protoporphyrin of Hemoglobin 

D. SHEMIN and D. RitrenserG. Journal of Biological 
Chemistry [J. biol. Chem.] 166, 621-625, Dec., 1946. 
13 refs. 


In the course of the investigation of the biological 
synthesis of the protoporphyrin of haemoglobin, rats on 
a protein-free diet were fed separately with glycine, 
glutamic acid, proline, leucine, and ammonia, all of 
which had been labelled with isotopic nitrogen. 

The isotope concentrations subsequently demonstrated 
in the porphyrin after feeding with glycine were five to 
thirteen times greater than those after feeding with the 
other substances. It was therefore concluded that 
glycine contributes its nitrogen directly to the synthesis 
of the protoporphyrin of haemoglobin, but proline, 
gtutamic acid, leucine, and ammonia are not utilized 
directly but contribute their nitrogen in the first place to 
the body nitrogen, from which the precursor of haemin 
is synthesized. The biological formation of the 
porphyrin structure is discussed briefly. L. J. Davis 
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387. Blood Groups in the Natives of Spanish Guinea. 
(El estudio de los grupos sanguineos en los indigenas de 
Guinea) 
V. MATILLA, J. CovALeDA, and J. APARICIO GARRIDO. 
Medicina Colonial (Med. colon.] 8, 249-252, Oct., 1946. 
10 refs. 


An examination of the blood groups met with in 
Spanish Guinea showed that of 1,041 West Africans 
examined 605 (58-1%) were Group O, 179 (17-1%) were 
Group A, 191 (18-3%) were Group B, and 66 (6-1%) were 
Group AB. These results agree with those obtained by 
Michon (Les Groupes Sanguines, 1930, Paris) who noted 
for Africa the greater frequency of Group B than of 
Group A and that the percentage of Group O varied 
from 50 to 90. G. M. Findlay 


388. Origin of Erythrocytes 
S. H. Waspa. Nature [Nature, Lond.] 159, 254-256, 
Feb. 22, 1947. 5 figs. 17 refs. 


In working and anoxic muscle columns the sarcomeres 
become released and take on an even more brilliant 
eosin stain than when at rest. This change is more 
conspicuous in degeneration of striated muscle accom- 
panied by haemorrhage, and the freed sarcomeres then 
appear like erythrocytes, the muscle fibre becoming 
converted into a column resembling a capillary blood 
vessel packed with erythrocytes. It is therefore suggested 
that striated muscle is at least an alternative source of red 
blood cells. The striated muscle is conceived of as a store 
of preformed “‘ erythroplasts ”; after damage the muscle 
cells involved assume the role of capillary endothelium, 
and erythrocyte formation then takes place intra- 
vascularly from these erythroplasts. M. C. G. Israéls 


NUTRITION 


389. The Effect of a Relief Vegetable Protein Diet on 
* Normal ” Human Subjects 

S. A. Levinson. Journal of the American Dietetic 
Association [J. Amer. diet. Ass.] 22, 987-994, Nov., 1946. 
2 figs., 19 refs. 


Feeding tests were carried out on 7 healthy subjects— 
4 men and 3 women—to determine the adequacy of a 
vegetable diet designed for the relief of starving popula- 
tions. The diet contained wheat, oatmeal, barley, peas, 
dried carrots and potatoes, skim-milk powder, and soy- 
bean products; fruit juice was served daily. The food 
eaten daily by the men supplied some 110 g. of protein, 
13 g. of fat, and 360 g. of carbohydrate—a total of some 
2,000 calories. The women were given between 1,200 
and 1,300 calories a day, with about 70 g. of protein. 
After periods lasting between 4 and 6 weeks on these 
diets there were no significant decreases in haemoglobin 
or serum protein levels, nor was there any fall in tHe 
antityphoid agglutinating titre of the serum. The loss 
of weight on this diet was trifling, and all the subjects 
consuming it were able to continue with their usual work 
with no subjective feelings of ill-health. S.J. Cowell 
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390. Relative Activity of the Tocopherols in Curing 
Muscular Dystrophy in Rabbits 

E. L. Hove and P. L. Harris. Journal of Nutrition (J, 
Nutrit.] 33, 95-106, Jan. 10, 1947. 3 figs., 11 refs. 


Young rabbits were fed on a ration low in vitamin E 
until symptoms of muscular weakness appeared. Total 
creatinine (creatine + creatinine) and preformed creatinine 
were estimated in the urine. The response to a test 
substance was measured by the number of days (f) 
between the dosage and the time when the ratio (R) of 
total creatine to preformed creatinine returned to pre- 
dosage level. Tocopherol compounds were dissolved in 
olive oil and given by mouth. With d,«-tocopherol, 
t=K logdose. The order of activity of tocopherol com- 
pounds was d,«-tocopherol (100), d/,«-tocopherol (82), 
d,B-tocopherol (30), d,y-tocopherol (20), d/,y-tocopherol 
(7). The effect of d,«-tocopherol phosphate was slower 
and longer than that of the free alcohol. Corn and soy- 
bean oils free from vitamin E were as effective as cod- 
liver oil in inducing dystrophy. J. R. Marrack 


391. Weight Reduction of Obese Women of College 
Age. I. Clinical Results and Basal Metabolism 

E. G. Brown and M. A. Ontson. Journal of the 
American Dietetic Association [J. Amer. diet. Ass.] 22, 
849-857, Oct., 1946. 1 fig., 22 refs. 


Eight obese college girls selected their own diets, which 
varied from 20 to 33 calories per kilo of ideal weight, 
during a pre-reduction period. During this period 
weights remained stationary. During the period of 
weight reduction the diet was reduced to 1,000 to 1,276 
calories per day, this figure representing 16 to 22 calories 
per kilo of ideal weight; weight loss occurred at the rate 
of 1-1 to 2:0 Ib. (0-45 to 0-9 kg.) per week on this diet. 
Following weight reduction, an increase in the diet to 
three-quarters of the calories normally eaten by an average 
woman caused no further weight gains. Basal metabolic 
rates showed a slight reduction during the period of 
weight loss and subsequently. Geoffrey McComas 


392. Weight Reduction of Obese Women of College 
Age. II. Nitrogen, Calcium, and Phosphorus Retentions 
of Young Women during Weight Reduction 

E. G. Brown, C. HERMAN, and M. A. OHLSON. Journal 
of the American Dietetic Association [J. Amer. diet. Ass.] 
22, 858-863, Oct., 1946. 21 refs. 


In the same eight obese subjects (see Abstract 391) 
nitrogen, calcium, and phosphorus retentions were studied 
from seven-day samples during (1) a period of self- 
selected diet preceding the reduction period; (2) a low- 
calorie diet during the reduction period; (3) an increased 
controlled diet for the maintenance of weight. During 
the pre-reduction period the subjects showed an ability 
to retain all three substances comparable to that of nor- 
mal women of college age on a self-selected diet. During 
the reduction period, however, retention of all three 
substances was impaired. Although there was an 
addition of meat, eggs, vegetables, fruit, and whole- 
wheat bread during the post-reduction period, thus 
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providing large increases in nitrogen and phosphorus 
intake, there was no increase in retention of these sub- 
stances. The authors discuss this finding but give no 
explanation of. its occurrence. They comment that, 
since a relatively low calorie diet must be used for years 
by the obese or the formerly obese, concern is felt over 
the future of these women, particularly during pregnancy 
and other periods of physical strain. 
Geoffrey McComas 


393. Body Adaptation to Change in Diet 

L.T. SAMUELS. Journal of the American Dietetic Associa- 
tion (J. Amer. diet. Ass.] 22, 843-848, Oct., 1946. 6 figs., 
23 refs. 


This paper describes feeding experiments carried out on 
rats in order to demonstrate mechanisms of adaptation 
to wide variations in the intake of different foodstuffs. 
Adjustment to continued feeding on a given diet high in 
one major food factor is accomplished by a change in the 
proportion of the different digestive enzymes in the 
pancreatic juice. Changes in metabolism of the peri- 
pheral tissues also occur whereby either carbohydrate or 
fat can be utilized, as required, as a source of energy. 
There is also a change in the enzyme systems of active 
cells whereby they are enabled to use more of the pre- 
dominant foodstuff. The need for thiamine, a constitu- 
ent of co-carboxylase, is greatest on a high-carbohydrate 
diet; a high-protein or a high-fat diet increases the need 
for riboflavine. Adaptation to a high-protein diet or to 
consumption of endogenous protein during fasting 
involves increased production of glucose both in liver 
and in kidneys. The body of the animal adjusts itself to 
limitation in the amount of protein or in the amount of 
total calories by reducing production of hormones in the 
pituitary. Reproduction, growth, and basal metabolic 
rate, all under the hormone control of the pituitary, are 
depressed in conditions of starvation. 

Geoffrey McComas 


394. World’s Population Inadequately Fed Even Before 
the War 

EpiroriAL. Journal of the American Dietetic Association 
[J. Amer. diet. Ass.] 22, 887. Oct., 1946. 


The World Food Survey, recently released by the 
United Nations, states that in the years 1935-9 more 
than half of the total population of the world was existing 
on a daily average of less than 2,250 calories. Half 
the people were seriously undernourished, while a 
sixth were eating at the marginal level. Poverty was the 
reason for this malnutrition. The daily food average 
varied from 3,281 calories in New Zealand to 1,904 in 
Korea. Countries with a daily average of less than 
2,000 calories were Iran, Iraq, Transjordan, El Salvador, 
Mexico, and Colombia. In countries with the highest 
average calorie levels the consumption of cereals was 
relatively low, while meat and milk consumption was 
high. In countries where the average total consumption 
was 2,000 calories or less a high proportion of total 
calories was obtained from cheap cereals rich in carbo- 
hydrates. 


An average of 2,600 calories per person per day the 
world over is aimed at. Countries with low pre-war 
calorie intake will need greatly increased supplies of 
cereals, fats, legumes, fruits, vegetables, milk, fish, and 
eggs. It is estimated that by 1960 world food production 
must be increased by the following proportions: cereals, 
21%; roots and tubers, 27%; sugar, 12%; fats, 34%; 
legumes, 80%; fruit and vegetables, 163%; meat, 46%; 
and milk 100%. Geoffrey McComas 


395. Effect of p-Amino-methyl-benzene-sulphonamide 
on Biosynthesis of Nicotinamide 


P. ELLINGER and A. EMMANUELOWA. Lancet [Lancet] 2, 
716-718, Nov. 16, 1946. 11 refs. 


From previous observations it is known that the 
urinary elimination of nicotinamide methochloride is 
greater than its dietary intake. Nicotinamide has been 
shown to be produced by the intestinal flora in aerobic 
conditions and destroyed under anaerobic conditions. 

In the present study 2 volunteers were treated for 6 
days with 12 g. per day in three-hourly 1-5-g. doses of p- 
amino-methyl-benzene-sulphonamide  (‘* ambamide ”’). 
The urine was examined for nicotinamide methochloride 
and the faeces were examined bacteriologically, in Case 1 
for the quantity and types of microbes growing aerobi- 
cally and anaerobically on solid media, and in Case 2 for 
the total of living aerobic and anaerobic organisms. 
The results showed an increase of urinary nicotinamide 
methochloride from 3-58 mg. to 11-15 mg. on the third 
day in Case 1, and from 2-9 to 9-82 mg. on the fourth 
day in Case 2, an increase in coliform bacteria and in 
gas- and acid-producers in both cases, and a temporary 
reduction in the numbers of anaerobic spore-bearers and 
anaerobic acid-resisters in Case 2. In another experi- 
ment, rats on a diet containing 2:25 g. of ambamide per 
day had an increased urinary excretion of nicotinamide 
methochloride after an initial depression. It is con- 
cluded that these experiments indicate that part of the 
human requirement of nicotinamide is derived from the 
release of this compound by intestinal flora. 

A. D. Duff 


396. A Study of the Ascorbic Acid Metabolism of 
Healthy Young Canadians ; 

W. M. Jounstone, T. G. H. Drake, F. F. TISDALL, 
and F. H. Harviz. Canadian Medical Association 
Journal (Canad. med. Ass. J.] 55, 581-585, Dec., 1946. 
2 figs., 2 refs. . 


Investigations were carried out in 372 recruits of the 
Royal Canadian Air Force on the fasting ascorbic acid 
level of the blood plasma in the period July, 1942, to 
August, 1943. Groups were examined at monthly 
intervals under varying conditions of ascorbic-acid 
intake. The blood was obtained by venepuncture in 
the fasting state and the estimations were completed 
within 4 hours. They were made by the 2,6-dichloro- 
phenol and indophenol methods, the colour being 
measured with the photo-electric colorimeter. Of the 
individual recruits 55% showed a fasting ascorbic-acid 
level below 0-6 mg. per 100 mJ.; 19%, values below 
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0-25 mg. per 100 ml. Yet 0-6 mg. per 100 ml. is con- 
sidered by many to be the lowest level consistent with 
normal ascorbic-acid metabolism,. and with a level of 
0:25 mg. per 100 ml. gingivitis has recently been reported 
to be more frequent than in individuals with an ascorbic- 
acid level over 0-75 mg. per 100ml. To achieve the latter 
level, the American Food and Nutrition Board had 
recommended a daily intake of 75 mg. for male and 70 
mg. for female adults. In the Canadian Air Force 
recruits the ascorbic-acid level in the fasting blood 
plasma depended on the intake during the last 7 to 8 
days, and a change in the level occurred only after a 
change in the intake for 1 to 2 weeks. An average 
intake of constant levels of ascorbic acid over a period 
of 6 to 8 months produced values of 0-22 mg. per 100 ml. 
with a daily intake of 22 mg., 0-26 mg. with a daily 
intake of 22-3 mg., 0-75 mg., with an intake of 62-5 mg., 
0-87 mg. with intake of 78-3 mg. and 1-49 mg. with an in- 
‘take of 437-5 mg. Every effort should be made to preserve 
the ascorbic-acid content of foods in their preparation. 
A table is added of certain foods rich in ascorbic acid, 
which can supply the major portion required. 
E. M. Fraenkel 


ENDOCRINES 


397. On the Function of the Pineal Body. [In English] 
U. Borect and A. Orstrém. Acta Physiologica Scandi- 


navia [Acta physiol. scand.] 13, 62-71, Feb. 15, 1947. 
2 figs., 10 refs. 


Radioactive phosphorus (0-02 to 0-03 millicurie) was 
injected intraperitoneally into rats and the phosphate 
metabolism in the pineal gland compared with that in 
the anterior and the posterior lobe of the pituitary, the 
tuber cinereum, and the cerebellum. The phosphate 
metabolism in the pineal gland was two to three times 
higher than in the adenohypophysis, in which it was 
higher than in the other regions. After pinealectomy 
the phosphate metabolism in most of the 42 different 
organs and parts of the brain investigated did not show 
a significant change. A decrease was noted in the ovaries 
and an increase in the hypophysis and tuber cinereum in 
females. After castration an increased phosphate 
metabolism was noted, especially in females, in the pineal 
and in the pituitary glands. H. Herxheimer 


398. Influence of Testosterone on the Production of 
Gonadotropic Hormone in the Hypophysis. [In English] 

J. H. GAARENSTROOM and S. E. DE JoNGH. Proceedings, 
Koninklijke Nederlandsche Akademie van Wetenschappen 
[Proc. K. ned. Akad. Wet.] 49, 1200-1203, Dec., 1946. 


The technique described for determining the effect of 
oestradiol benzoate on pituitary secretion was used to 
test the influence of testosterone on the production by 
the pituitary of luteinizing hormone (L.H.) and follicle- 
stimulating hormone (F.S.H.) (these hormones are here 
referred to as the interstitium and epithelium factors). 
Immature hypophysectomized male rats (weighing 44 to 
90 g.) injected with 5 i. u. of “ pregnyl” (chorionic 
gonadotrophin or L.H.) were used as test animals. 
Twenty-eight were implanted with pituitaries from adult 


male rats previously injected daily for 14 days with 1 to 2 
mg. of testosterone propionate, and 22 with pituitaries 
from untreated or oil-injected controls. In all 50 animals 
the right testicle was removed as a control just before 
implantation. The left testicle was removed a week 
later. The mean weights of the right and left testes of 
the experimental group were 200 mg. and 278 mg., and of 
the control group were 180 mg. and 312 mg., respectively, 
with an increase of 41+-4% for the former and 59+6Y 
for the latter (expressed as a percentage of the contro] 
weight); the difference was statistically significant, 
This smaller increase in weight in the test animals was 
confirmed when the results were examined after dividing 
the animals into three groups based on the weight of the 
control testes: 1 to 100 mg.; 101 to 200 mg.; 201 to 300 
mg.; 301 to 400 mg. The increase ‘in weight in the 
experimental and control animals respectively was: 
first group, 61 and 65 (3); second group, 36 and 59 (11); 
third group, 43 (11) and 59 (7); fourth group, 28 (3) and 
44 (1), the number of rats per group being given in 
brackets. The authors conclude that testosterone 
propionate decreased the production of F.S.H., as all the 
rats were receiving an excess of L.H., the daily dose 
required to maintain testosterone production in hypophy- 
sectomized male rats at a normal level being 0°5 i. u. 

[On the basis of this experiment it is impossible to rule 
out the alternative explanation that testosterone causes 
an increased release of F.S.H. without inhibiting its 
secretion by the hypophysis. This also would result ina 
decreased F.S.H. content of the pituitary.] 


S. A. Simpson 


399. Effect of Hormones and Diet on Suprarenal 
Cholesterol. (Zur Kenntnis der hormonalen und 
didtetischen Beeinflussung des Nebennieren-Cholesterins) 
I. ABELIN and G. BracHerR. Helvetica Physiologica et 
Pharmacologica Acta [Helv. physiol. pharm. Acta] 4, 
383-393, 1946. 1 fig., 10 refs. 


Rats were employed as test animals. After treatment 
with extracts of the anterior pituitary, thyroid, and 
thymus, the animals were killed some 7 to 14 hours 
after the last meal or after being fed with cane sugar. 
The adrenals were immediately removed, weighed, and 
extracted with a mixture of alcohol and ether. Liver 
glycogen and liver cholesterol [methods not stated] 
were also determined. After a single intraperitoneal 
injection of the equivalent of approximately 100 mg. of 
active dried anterior pituitary extract, liver glycogen 
content (7 rats) averaged 0-14%, normal 2-26%%; supra- 
renal cholesterol 1-63°% normal 2-73%. When cane 
sugar at the rate of 1 g. per 100 g. of body weight was 
given coincidently with the injection the liver glycogen 
averaged 1:31% and the suprarenal cholesterol 0-68% 
(4 rats). When the rats received 100 mg. of dried 
thyroid, per os, for 7 to 9 days and 1 to 4 intraperitoneal 
injections of 100 mg. of anterior pituitary extract, the 
liver glycogen averaged 0-78 and suprarenal cholesterol 
0-33% (11 rats); these animals were given cane sugar 8 
hours before they were killed. When thyroglobulin 
replaced dried thyroid and the total quantity of anterior 
pituitary extract varied from 50 to 200 mg. the liver 
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glycogen averaged 0-52% (4 rats); when thyroglobulin 
only was given liver glycogen averaged 1-1% (3 rats) and 
suprarenal cholesterol 0-8% (4 rats). When rats were 
treated with a subcutaneous injection of thyroxine, 
0-4 mg. per 100 g. of body weight, and 3 subcutaneous 
injections of corticotrophin, the liver glycogen averaged 
01%, range 0-05 to 0:28 (4 rats), and the suprarenal 
cholesterol content 0-1%. Eleven rats received subcu- 
taneous injections of 0-4 to 1-2 mg. thyroxine per 100 g. 
body weight and simultaneously intraperitoneal injec- 
tions of a sodium chloride extract of a rat’s thymus or of 
100 mg. calf thymus; the liver glycogen averaged 1-17%, 
range 0-00 to 2:91, and in 5 of the 11 rats the suprarenal 
cholesterol was 4-15%, range 2-5 to 6°78. 

It is concluded that the anterior pituitary lobe contains 
a substance which markedly reduces the cholesterol 
content of the suprarenals, thyroxine or dried thyroid has 
a similar effect, and that these substances act synergisti- 
cally. The ingestion of cane sugar in these animals 
decreases their suprarenal cholesterol content still 
further. Intraperitoneal injections of a saline extract of 
thymus maintain the suprarenal cholesterol content of 
thyroid-injected rats at or above the normal values. 

°C. C. N. Vass 


400. An Oegestrogenic Substance in Pollen-grains of 
Date Palm Tree Phoenix dactylifera L., Palmae 

Att HASSAN and M. HAssAN ABou EL WaAFA. Nature 
[Nature, Lond.] 159, 409-410, March 22, 1947. 5 refs. 


The authors report the isolation of an oestrogenic 
substance from the pollen grains of the palm, the active 
part being in the non-saponified fraction of the oil 
extracted from dry pollen. Biological activity was 
tested on ovariectomized rats weighing 140 to 150 g. 
showing no cycles 2 weeks before the test. Results gave 
no activity in 3 control rats, but cornification of the 
vaginal epithelium 24 hours after the last injection of 
oestradiol dipropionate [dose not given] in 3 rats and of 
a water-soluble extract of the test substance given in 4 
injections over 24 hours to 5 rats. The substance was 
identified as oestrone, giving an absorption band at 
282 my in the ultraviolet region (oestrone, 280my) and 
positive results in Kober’s test for oestrone, as well as 
the red coloration specific for oestrone with Marrian’s 
phenol-sulphonic acid reagent. S. A. Simpson 


NERVOUS SYSTEM 


401. A Study of Nerve Degeneration and Regeneration 
J. ERLANGER and G. M. SCHOEPFLE. American Journal 
of Physiology [Amer. J. Physiol.] 147, 550-581, Nov. 1, 
1946. 18 figs., 18 refs. 


The electrical properties of the phrenic nerve of the dog 
were studied during degeneration and regeneration. 
This nerve arises mainly from two roots—C.5 and C.6,— 
and by crushing one root it was possible to use the fibres 
of the other as a control. Degeneration was complete in 
96 hours, and most observations were made after 72 
hours. Excitability, chronaxia, and conduction rates 
showed no marked alteration, but there was a fall in 


action-potential area. This fall increased with the dis- 
tance of the electrodes from the lesion. At 30 to 40 mm. 
from the lesion only about one-quarter of the degenerat- 
ing fibres were capable of conducting. These results 
could not be explained on the basis that degeneration 
proceeded centrifugally. They were best explained by 
assuming that conduction failed at scattered loci which 
became more numerous peripherally, but the possibility 
of centripetal degeneration was not entirely ruled out. 
The results of other workers who found that degeneration 
proceeded centrifugally may have been due to interference 
with blood supply. In contrast to other work no increase 
in fatigability was found in degenerating fibres, though in 
some cases the relatively refractory period seemed to be 
prolonged. 

During regeneration the excitability increased with 
time but was still low even after 343 days. This might 
have been due to thickening of the Schwann sheath. In 
the early stages of regeneration the conduction velocity 
fell off with the distance, but after 190 days the rate be- 
came linear; the velocity remained below normal even 
after 343 days. Action-potential-area measurements 
suggested that nearly all the central fibres had grown out 
to the peripheral end (140 mm. from the lesion) after 100 
days. The fastest rate of growth was found to be 4:84 
mm. per day. Contrary to the usual belief, failure of 
some fibres to regenerate was not an inevitable con- 
sequence of nerve injury, but the fact that excitability 
and conduction velocity are permanently depressed 
should be taken into account in explaining the effects of 
such injuries. R. Barer 


402. Generality of the Role of Acetylcholine in Nerve 
and Muscle Conduction 

T. H. Buttock, H. GRUNpFEST, D. NACHMANSOHN, and 
M. A. ROTHENBERG. Journal of Neurophysiology {[J. 
Neurophysiol.] 10, 11-21, Dec., 1946. 6 figs., 23 refs. 


Evidence regarding the generality of an essential role of 


acetylcholine in the conduction of nerve and muscle is - 


presented, two different experimental approaches being 
used. One method uses the effect of cholinesterase 
inhibitors (eserine, di-isopropyl fluorophosphate (D.F.P.) 
on the action potential of the optic nerve and the super- 
ficial ophthalmic nerve of the skate (Raja erinacea), the 
splanchnic nerve of the bull-frog (Rana catesbeiana), 
and the curarized sartorius muscle of the frog (Rana 
pipiens). The second method was the demonstration 
of a specific acetylcholinesterase in the optic and super- 
ficial ophthalmic nerve of the skate and in primitive 
nervous systems, in which whole Tubularia and the heads 
of Planaria were used. The action potentials of sensory, 
mixed, or adrenergic nerves and curarized frog’s muscle 
were reversibly abolished by eserine; D.F.P. acted 
similarly—apparently its effect on the splanchnic nerve 
was not investigated. The nervous tissue studied con- 
tained a specific acetylcholinesterase. The splanchnic 
nerve of the bull-frog hydrolyses acetylcholine, 1 g. of 
nerve hydrolysing 10 mg. of acetylcholine per hour at 
23°C.; 1 g. of post-ganglionic sympathetic fibre of 
superior cervical ganglion (cat) hydrolysed 25 mg. of 
acetylcholine per hour at 37° C. Cc. C. N. Vass 
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403. Effect, Concentration in the Tissues, and Excretion 
of 7-Methyl-bisdehydro-doisynolic Acid. (Wirksamkeit, 
Organkonzentration und Ausscheidung der 7-Methyl- 
bisdehydro-doisynolsaure) 

E. Tscuorp. Helvetica Physiologica et Pharmacologica 
Acta (Helv. physiol. pharm. Acta] 4, 401-410, 1946. 
5 figs., 14 refs. 


Subcutaneous or oral administration of methyl- 
bisdehydro-doisynolic acid in sodium bicarbonate 
solution induces oestrus in the ovariectomized rat. 
This substance is twenty times more active by the mouth 
than stilboestrol, and more than fifty times as active as 
oestrone, oestradiol, or «,« di (p-aethoxyphenyl)-8- 
phenylbromethylene (D.B.E.). A single subcutaneous 
or oral dose maintains full oestrus in the ovariectomized 
rat almost equally well and at least*twice as long as the 
same dosage of the oestrogens named above. Its 
activity was assayed by the growth of the uterine horns 
in the 3 to 4 week ovariectomized rat. In 50y dral doses, 
oestrone, oestradiol, and stilboestrol gave values ranging 
from 6 to 17 cg. per day, while 7-methyl-bisdehydro- 
doisynolic acid gave 81-5 cg. per day. In the ovariecto- 
mized rabbit, doses of 54 were given orally for 7 days, 
followed by 0-4 mg. progesterone subcutaneously; 5 
days later the histological appearance was identical with 
that obtained in treatment with oestradiol and proges- 
terone. It has a relatively low toxicity, 10 mg. per kilo 
of body weight being administered per os to rats for 2 
months with no ill effects; there was a slight enlargement 
of the liver, hypophysis, and adrenals. It had no 
effect on the isolated guinea-pig uterus. Bisdehydro- 
doisynolic acid or its methyl derivative is as effective in 
50% alcohol, per os, intraperitoneally, or in oil or 
sodium bicarbonate solution subcutaneously; in this 
respect they differ notably from the other oestrogens. 
After administration of 1 mg. per kilo of body weight to 
the female rat the greatest concentration of acid is in the 
intestine, next the liver, and then the uterus, muscle, and 
heart; in the male rat concentration is greatest in the 
intestine, then the liver, muscle, and kidney in that order. 
After a single dose per os of 1 mg. per kilo body weight 
46% remains in the body after the first day, 19°% after the 
second day, 5% after the fifth day, and 1% on the tenth 
day. C. C. N. Vass 


404. The Synergism between the Barbiturates and 
Ethyl Alcohol 

H. Ramsey and H. B. HaaG. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 88, 
313-322, Nov., 1946. 2 figs., 13 refs. 


The mortality produced in mice by oral administration 
of sodium “seconal”, sodium pentobarbitone, and 
sodium barbitone was materially increased when the drug 
was given together with alcohol (4-2 ml. 95% per kilo). 
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The anaesthetic dose of sodium thiopentone in dogs 
(1% solution injected intravenously, slowly, and at a 
constant rate) was nearly halved by previous oral 
administration of 3 ml. 95% alcohol per kilo. The dura- 
tion of anaesthesia produced by sodium thiopentone and 
sodium barbitone was greatly increased in the presence 
of alcohol. The onset of anaesthesia from injections of 
sodium barbitone was, however, delayed by the presence 
ofalcohol. The blood levels produced by the administra- 
tion of sodium barbitone and alcohol respectively were 
not altered by the presence of the other drug. Picrotoxin 
was less efficient as an analeptic in rabbits given sodium 
pentobarbitone plus alcohol intravenously than in animals 
injected with sodium pentobarbitone alone. 
J. M. Robson 


405. The Effects of Sodium Succinate and Sucrose 
Diuresis upon Pentobarbital Anesthesia 
B. De Boer. Journal of Pharmacology and Experimental 


Therapeutics [J. Pharmacol.] 88, 366-372, Dec., 1946, 
10 refs. 


The effects of injections of sodium succinate and 
sucrose on the duration of pentobarbitone anaesthesia 
and urinary excretion have been studied in dogs. Dif- 
ferent groups received intravenously 30 mg. of pento- 
barbitone sodium per kilo followed by either 1 g. of 
sodium succinate per kilo (intravenously or intraperi- 
toneally), sucrose 1 g. per kilo or sucrose 2 g. per kilo 
(intravenously), and their sleeping times were compared 
with those of controls. Cross-over tests were used. 
Following the intraperitoneal injection of succinate there 
was only a 6% decrease in the sleeping time, compared 
with 20% by the intravenous route. The low dose of 
sucrose reduced the sleeping time by 10°, while the high 
dose gave a 20% In cannulated dogs intra- 
venous succinate and sucrose caused enuresis during the 
later part of the sleeping period, and in some cases the 
former had a marked diuretic effect. The high dose of 
sucrose was as effective as the intravenous succinate, 
while the latter caused no diuresis by the intraperitoneal 
route. The diuretic action of succinate or sucrose did not 
significantly affect the toxicity of pentobarbitone sodium. 
While the rapid intravenous injection of sodium succinate 
solutions gave a temporary increase in pulmonary 
ventilation and a decrease in blood pressure, slower 
injections and also sucrose solutions had no effect. The 
results emphasize the importance of the route of admin- 
istration of sodium succinate in counteracting pentobarbi- 
tone anaesthesia and producing diuresis. 

[The fact that sodium succinate did not appear to be 
beneficial after overdoses of barbiturates is important, but 
the number of animals used in the groups is too small 
for statistically significant conclusions to be drawn]. 

G. F. Somers 
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406. The Influence of Certain Sulfhydryl Compounds on 
the Toxicity of an Organic Mercurial Diuretic 

W. K. Lonc and A. Faraw. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 88, 
388-399, Dec., 1946. 5 figs., 23 refs. 


A study has been made in the Harvard Medical 
School, Boston, Mass., of substances containing —SH 
groups as possible antidotes to the cardiotoxic action of 
“salyrgan (sodium salt of salyrganic acid). The LD 50 
of salyrgan (103 mg. per kilo) in mice was increased by 
premedication with 2: 3-dimercaptopropanol and gluta- 
thione roughly proportional to the dose on a basis of the 
—SH equivalents, while methionine and cystine had a 
weak action. In anaesthetized dogs studies on the 
circulatory changes showed that 23-2 mg. of salyrgan 
per kilo produced electrocardiographic changes. Death 
was caused by ventricular fibrillation. A constant 
infusion of 3-7 mg. per kilo per minute gave a rise in 
yenous and a fall in arterial pressures in 5 minutes, 
tie changes being progressive and associated with 
electrocardiographic changes. Cysteine hydrochloride 
(100 mg.) and equivalent amounts of dimercaptopropanol 
or glutathione intravenously corrected the effects, while 
cystine and methionine were ineffective. After 44 mg. of 
salyrgan the circulatory and cardiac effects reappeared. 
Once ventricular fibrillation had begun the —SH com- 
pounds were ineffective. In heart-lung preparations 
toxic effects were chiefly on the heart, severe cardiac 
failure being associated with a rise in right and left 
auricular pressures. Enlargement of the heart was due 
to a primary negative inotropic effect. The coronary- 
sinus Outflow was not significantly changed until cardiac 
failure was severe, when there was a decreased arterial 
pressure. Glutathione, cysteine hydrochloride, or 2:3- 
dimercaptopropanol reversed salyrgan heart failure 
and restored the work capacity to normal, while cystine 
and methionine were ineffective. Adrenaline, veratri- 
dine hydrochloride, and ouabain also gave a definite 
improvement. The mechanism of inactivation of 
salyrgan by —SH compounds, it is suggested, may be 
through the formation of a mercaptide linkage. 

G. F. Somers 


407. Preliminary Report on the Use of Diramin in 
Treating Tropical Disease During 1944 and 1945 

J. SoaRES FERNANDES and E. H. Payne. Urologic and 
Cutaneous Review. (Urol. cutan. Rev.] 50, 746-747, Dec., 

1946. 4 refs. 


The treatment in Brazil of 123 patients with “* diramin ” 
(methyl-hydroxypropyl-aminoethoxy-antimonylcatechol) 
in aqueous isopropylamine, containing 8-5 mg. of 
metallic antimony per ml. is favourably reported. 
Lymphogranuloma venereum was treated with a dose 
of 2 ml. intravenously every second day for 5 to 15 
injections. In 24 cases, details of which are given, pain 
subsided in 5 to 7 days and healing was complete in an 
average of 34 days. Gonorrhoea or syphilis, when 
present, was simultaneously treated with sulphonamides 
and “ mapharsen”’. Early muco-cutaneous leishmani- 
asis was successfully treated with 6 or 7 daily intravenous 
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injections of “‘ melarsen”’ oxide; lesions began to heal 

on the seventh day and were completely healed by the 

twentieth day. More advanced cases resistant to melarsen- 
were successfully treated with diramin. Moderate cases, 

after 5 to 9 doses of 2 ml. every second day, healed or 

gave a “ good result ” by the nineteenth to twenty-fifth 

day. One old advanced case had 21 doses and healed on 

the seventy-second day. George Brownlee 


408. Chemoprophylaxis of Experimental Influenza 
Infections in Eggs 

R. H. Green, A. F. RASMUSSEN and J. E. SMADEL. 
Public Health Reports (Publ. Hlth Rep., Wash.) 61, 
1401-1403, Sept. 27, 1946. 4 refs. 


Nitroakridin 3582 ”’ has been previously shown to 
have a beneficial effect in experimental infections with 
several rickettsial agents. The authors describe pre- 
liminary tests of this drug in experimental infections of 
the developing chick embryo with influenza B virus. 
Groups of 11-day embryonated eggs received by the 
allantoic route an inoculum of 0-1 ml. containing 0-5 mg. 
of the drug (in 0-9°%% sodium chloride buffered at pH 7-6) 
and infected allantoic fluid diluted to contain from 
1 to 10,000 minimal infecting doses (M.I.D.) of virus. 
Dilutions were prepared with both buffered saline and 
normal allantoic fluid. In two experiments the drug was 
injected 1 hour before the virus inoculum. Controls 


‘ were set up, and all eggs were incubated at 35° C. for 2 


to 5 days. Allantoic fluids were then harvested, and 
tested by red cell agglutination for their virus content, 
embryos not surviving the incubation period being 
discarded. All fluids failing to agglutinate the washed 
human “O” type cells were arbitrarily regarded as 
negative. 

The experiments demonstrated the ability of the drug 
in the concentration eraployed and under the selected 
experimental conditions to inhibit the growth of virus 
in 104 out of 107 embryos inoculated with 1 to 10 M.I.D. 
of virus. The titres of the 3 positive fluids were 
lower than those of controleggs inoculated simultaneously. 
When 100 or more M.I.D. were employed the effect of 
the drug was much less striking, although the titres of 
the positive fluids were again generally lower than those 
of control infected eggs. The exposure of virus to the 
drug for short periods of time followed by titration of the 
virus—drug mixture showed no evidence of inactivation 
of the virus. A. Henderson-Begg 


409. Specificity of Antibiotic Action. (Sur la spéci- 
ficité des actions antibiotiques) 

P. FREDERICQ. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.] 9, 385-390, 
1946. 9 refs. 


This article is concerned with a theory based on 
previous work of the author that antibiotics elaborated 
from bacteria, especially of the Bacterium coli group, 
possess a specificity of action. This is not so marked 
with Pseudomonas pyocyanea as with staphylococcal and 


coliform organisms. It was thought that the sensitivity 
of different strains might be explained by the conception 
of several antibiotic receptors being present in the 
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organisms. This notion has been applied to determining 
the sensitivity of pathogenic intestinal bacteria to 
various antibiotics, and an examination is being made of 
an antibiotic which can distinguish between pathogenic 
and non-pathogenic staphylococci. R. Wien 


PENICILLIN 


410. Effect of Rubber Tubing upon the Stability of 
Penicillin and Streptomycin Solutions 

J. B. Huetsepuscu, M. J. Forer, and I. W. Gipsy. 
Science [Science] 104, 479-480, Nov. 22, 1946. 1 ref. 


British observers in 1945 noted that synthetic rubber 
inactivated penicillin. Of 11 samples of synthetic rubber 
tested in the U.S.A., 4 completely inactivated penicillin 
in 24 hours; 2 others caused a reduction of 80% and 64% 
in the potency. Buna S caused a 50% reduction in 6 
hours and 100% reduction in 24 hours; of 5 samples of 
natural rubber tested, one pigmented sample, “ pure gum 
black”, completely inactivated penicillin in 24 hours. 
The penicillin solution was made up so as to contain 100 
units per ml. Streptomycin was not affected by either 
synthetic or natural rubber. G. M. Findlay 


411. A Microchromatographic Method for the Detec- 
tion and Approximate Determination of the Different 
Penicillins in a Mixture 

R. R. GoopaALt and A. A. Levi. Nature [Nature, 
Lond.] 158, 675-676, Nov. 9, 1946. 2 figs., 3 refs. 


Filter paper (Whatman No. | or 4) is soaked in 30% 
potassium phosphate buffer of pH 6-7—excess buffer 
being removed by pressing between sheets of blotting 
paper—allowed to dry in air and cut into strips of 
strictly uniform width (33 cm. by 1-8 cm.). The sample 
for test is dissolved in the same phosphate buffer as 
that used for preparing the strips to give a concentration 
of from 1,000 to 30,000 units (by Bacillus subtilis assay) 
and insoluble phosphates are removed. At the centre 
of one end of a strip (which has been kept in a damp 
atmosphere for 1 hour before use, and in an atmosphere 
of water vapour and solvent for a further 2 hours) 
a l-ul. spot of the test solution is placed, and 6 repli- 
cates, each with its own reservoir of 10 ml. of solvent 
(water-saturated ether), are developed chromatographi- 
cally in a gas-tight vessel. Development is continued 
for 20 to 24 hours, and the disposition and approximate 
amount of each penicillin zone determined biologically. 
Molten agar at 70°C. pre-inoculated with B. subtilis 
is poured on plate-glass trays to give uniform sheets 
35 cm. square by 2 mm. thick. When the sheets have 
cooled to 5° C. the developed strips, with an undeveloped 
control made by inoculating a strip with 1-yl. spots of 
several different concentrations of penicillin, are pressed 
on to the agar at equal intervals. Diffusion is allowed 
to occur from the strips for 3 to 4 hours at 0° to 5° C.; 
the plates are then incubated at 37° to 38° C. overnight. 
Elliptical areas of inhibition (one for each penicillin 
present) are produced around the developed strips, and 
circular areas round the undeveloped penicillin controls. 
The penicillins responsible for each elliptical zone are 
determined by developing penicillin solutions of known 
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composition. A method is given for calculating the 
penicillin content of a zone from its maximum width, 
The standard error for 6 replicates is +15%; 0-1% 
of a penicillin can be detected, but with rather legg 
accuracy. The method can be used for determining the 
degree of purity of penicillin solutions, or as a guide 
when carrying out macrochromatograms. A _ possibly 
new penicillin has already been discovered by its aid, 
Penicillins 

II I 


K (probably) 


Fic. 2 


x Point at which penicillin solution was applied ; area of inhibited 
growth is shaded. 


C. L. Oakley 


412. Production and Purification of Penicillinase 

G. A. LePaGe, J. F. MorGAN, and M. E. CAMPBELL, 
Journal of Biological Chemistry [J. biol. Chem.] 166, 
465-472, Dec., 1946. 10 refs. 


An examination of penicillinase-producing bacteria, 
including paracolon and coliform cultures and various 
organisms of the Bacillaceae, showed that the greatest 
production was from a culture, NRRL 569 (U.S.A. 
Department of Agriculture, Northern Regional Research 
Laboratory, Peoria, Ill.), grown aerobically for 96 hours 
in buffered yeast extract broth. The enzyme is extra- 
cellular and adaptive in nature. Yields and activity of 
the enzyme are specified. G. M. Findlay 


413. The Administration of Penicillin by the Sublingual 
Route 

R. E. DoLKart, B. HALPERN, and M. LARKIN. Quarterly 
Bulletin of Northwestern University Medical School 
{Quart. Bull. Nthwest. Univ. med. Sch.] 20, 418-419, 
Winter Quarter, 1946. 1 ref. 


This is a preliminary report on observations of the 
blood level of penicillin administered sublingually. 
Crystalline sodium penicillin consisting largely of frac- 
tions G and X was used, either as tablets containing 
60,000 or 92,000 units per dose or as powdered crystalline 
penicillin with 50,000 units per dose. Three doses of 


penicillin were given to 17 normal fasting subjects at. 


2-hourly intervals, the blood levels being determined 
30 minutes and 2 hours after each dose by the method of 
Randall, Price, and Welsh (Science, 1945, 101, 365). 
By the end of 24 to 4 hours fairly satisfactory blood levels 
were maintained in most subjects. It is concluded that 
this method deserves further consideration as a mode of 
administering penicillin. A. Schott 


= 

414. 
w. J. 
Assoc 

| 1946. 
Thi 
literat 
the 
Toxic 
prepa 
as the 
the d 
ath 
Fic. 1 nerve 
cular 
Penicillin discu 
Il new Il ys speci 
react 

415. 
(Ube 
| 
B. F 
| 
9, 44 
Al 

has 

the 
effec 
emp 
peni 
unit 
cuta 
wit 
viru 
| that 
151 
by 
the 
cov 
con 
Per 
line 

De 
24 
cal 
the 
me 
an 
ab 
su 
an 


OTHER ANTIBIOTICS 129 


414. Toxic Reactions Accompanying Penicillin Therapy 
W. J. Morcinson. Journal of the American Medical 
Association [J. Amer. med. Ass.| 132, 915-919, Dec. 14, 
1946. 80 refs. 


This paper contains a comprehensive survey of the 
literature On toxic reactions due to penicillin, including 
the observations made by the author and his colleagues. 
Toxic reactions are not all due to impurities in commercial 
preparations. They are classified under four headings, 
as those due (1) to the direct irritant and toxic effect of 
the drug, (2) to the effect of its antigenic properties, 
(3) to therapeutic shock reactions, focal and systemic, 
and (4) to harmful effects on pathological processes. 
Emphasis is laid on the irritant effect on the central 
nervous system produced by intrathecal and intraventri- 
cular administration of large doses of penicillin. In the 
discussion which followed the presentation of the paper 
special attention was drawn to the high incidence of 
reactions occurring after local application of the drug. 

Noah Morris 


415. Influence of Penicillin on Cow-pox Lymph. 
(Uber den Einfluss des Penicillins auf die Kuhpocken- 
lymphe) 

B. Fust and P. GriniG. Schweizerische Zeitschrift fiir 
Pathologie und Bakteriologie [Schweiz. Z. Path. Bakt.} 
9, 445-451, 1946. 1 fig., 9 refs. 


Although other investigators have found that penicillin 
has no therapeutic effect in vaccinia infections in mice, 
the authors have been able to demonstrate a definite 
effect against the cutaneous lesions in rabbits. They 
employed sodium penicillin and previously mixed the 
penicillin solution in a concentration of 10,000 Oxford 
units with the virus suspension, cow-pox lymph. After 
cutaneous application lesions appeared in the controls 
within 3 to 4 days; these lesions were almost completely 
prevented when penicillin was previously added to the 
virus suspension. More remarkable still was the finding 
that boiling the penicillin solution for a short time— 
15 minutes—enhanced the effect, although the penicillin 
by this treatment lost about half its activity; the pH of 
the solution fell from 6-4 to 5-9. The addition of the 
cow-pox lymph only slightly altered the hydrogen-ion 
concentration. R. Wien 


416. Adaptations produced by Sulphathiazole and 
Penicillin. (Adaptace vyvolané sulfathiazoly a penicil- 
linem) 

L. JANDASEK. Lékarské Listy [Lék. Listy] 1, 559-562, 
Dec. 1, 1946. 3 figs., 11 refs. 


Sulphathiazole in concentrations of 3x10-* to 
24x10-4 and penicillin (10 Oxford units per ml.) 
caused morphological and tinctorial changes in Bacterium 
coli without exerting any bacteriostatic effect; instead of 
the short coccoid rod, long chains of rods appeared with 
metachromatic granules. Addition of 0-1% of para- 
aminobenzoic acid prevented the formation of this 
aberrant form. The specific effect is characteristic of the 
sulphathiazole group. Other compounds like sulphanil- 
amide, “ uliron”’, and “ albucid ” do not produce this 


effect. Under the influence of sulphathiazole or peni- 
cillin neither virulence, pathogenicity, nor biochemical 
properties of the strain had changed. The effect was 
reversible, and disappeared after removing the agents. 
The author suggests that the causative factor for the 
morphological changes is a thiazoline ring N—CH 


common to sulphathiazole and penicillin and antago- 
nized in its action by para-aminobenzoic acid. 
J. Ungar 


OTHER ANTIBIOTICS 


417. Pathologic Changes Resulting from the Administra- 
tion of Streptomycin 

C. W. MusHetr and H. S. MartTLanp. Archives of 
Pathology [Arch. Path.] 42, 619-629, Dec., 1946. 2 figs., 
12 refs. 


This is a report on the pathological changes produced 
in animals by the administration of streptomycin for 
brief or prolonged periods. Most of the experiments 
were carried out with streptomycin hydrochloride 
varying in concentration from 250 to 400 ug. per mg. of 
solids. The changes observed can be summarized as 
follows: In the liver, moderate to marked fatty degenera- 
tion occurred in dogs and monkeys, evenly distributed 
throughout the liver lobules; this change was reversible. 
After a dose of 25 mg. per kilo of body weight the maxi- 
mum fat content was observed on the tenth day of treat- 
ment; hereafter it decreased. “ A few” dogs showed 
multiple foci of necrosis with round-cell infiltration. 
These changes also occurred with highly purified strepto- 
mycin (800 ug. per mg. of solids). Fatty degeneration of 


~ the kidney tubules was observed, which, as in the liver, 


was reversible and present only at the beginning of 
administration of the drug. One dog showed focal 
necrosis, and patchy round-cell infiltration was found in 
2 others. The dogs received 100 to 200 mg. of strepto- 
mycin intravenously daily for 20 days. Some monkeys 
showed a transient albuminuria, but at necropsy their 
kidneys were normal. No glomerular changes were 
observed. 

Two dogs receiving the above doses showed distur- 
bances of equilibrium and gait and impairment of 
auditory acuity. Histologically the cerebrum, medulla, 
acoustic and other nerves exhibited no abnormalities. 
[An examination of their temporal bones is not included 
in this paper.] The only finding in the blood was a 
transient normocytic anaemia. In rats this occurred with 
streptomycin of low potency but not with samples 
of higher concentration. The bone marrow was normal. 
Locally, the muscles showed small areas of necrosis 
at the site of injection. Dry scales and occasionally 
ulcers of the skin developed after subcutaneous injection. 
With more concentrated samples, however, the lesions 
tended to be very slight. One monkey, receiving 
streptomycin by intravenous drip for 42 hours,exhibited an 
organizing thrombus of that vein and panphlebitis. In 
the pleura, congestion, fibrinous adhesions, haemorrhages, 
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and effusions were observed in rabbits. No changes 
were found in the gastro-intestinal tract after feeding 
experiments. 

[The authors themselves point out that many, if not 
all, of the toxic effects observed occur with streptomycin 
of low concentration. The possibility exists that these 
changes are due to impurities and not to the drug itself. 
If experiments on the same scale performed with highly 
purified streptomycin had been included in this paper its 
value would have been greatly increased.] R. Salm 


418. A Color Reaction by Streptomycin 
J. V. Scup1, G. E. Boxer, and V. C. JELINEK. Science 
[Science] 104, 486-487, Nov. 22, 1946. 3 refs. 


Streptomycin gives a colour reaction similar to that 
found to occur with glucosamine by Elson and Morgan 
(Biochem. J., 1933, 27, 1825). If sodium bicarbonate is 
used the colour does not appear except in low concentra- 
tions, but if sodium hydroxide is used it is seen in high 
dilutions with as little as 50 units. The technique is as 
follows: To 2 ml. of an aqueous solution of streptomycin 
is added 1 ml. of a 2% solution of acetylacetone in water 
and 1 ml. of 1 N sodium hydroxide solution. The mix- 
ture is heated for 10 minutes on the water-bath and is 
then cooled. A pink colour develops on the addition of 
2 mi. of a solution of Ehrlich’s aldehyde. The volume is 
made up to 10 ml. and the light-transmission is measured 
in a photo-electric colorimeter using a filter + 540. 
Tests carried out on the split products of streptomycin 
show that the portion of the molecule responsible for the 
colour reaction is the N-methyl-/-glucosamine group. 
This methylated amino-sugar gives the colour reaction 
under the conditions of the Elson-Morgan test, but a far 
more intense colour develops with sodium hydroxide 
than with sodium carbonate. Glucosamine itself fails 
to give any colour reaction with sodium hydroxide. 
With samples of streptomycin of high purity there was 
reasonable agreement between the colour reaction and 
biological assay by the method of Loo et al. (J. Bact., 
1945, 50, 701): with impure samples the chemical 
reaction gave higher readings than the biological assay. 
This was due to the presence of impurities. The test is 
abolished with pure streptomycin if it is first treated with 
sodium borate buffer of pH 12-0 at 100°. C and 120 ml. 
of 1 N sodium hydroxide diluted 1 in 1 with distilled 
water: the impurity is not so destroyed. 

G. M. Findlay 


419. Adaptation of Staphylococcus aureus to 
Growth in the Presence of Certain Antibiotics 

E. P. ABRAHAM, D. CALLow, and K. GmLLiver. Nature 
[Nature, Lond.] 158, 818-821, Dec. 7, 1946. 5 figs., 12 
refs. 


Certain antibiotics (for example, ““P” from Poly- 
stictus versicolor and ““S” from an organism of the 
subtilis group), when tested against Staphylococcus aureus 
by the cylinder plate technique, give zones of inhibition 
which have clear-cut edges but which contain scattered 
through them small numbers of isolated colonies of 


‘ 


staphylococci. Organisms derived from colonies in the 
inhibition zone of “ P ” are resistant to “ P”’; those from 
the inhibition zone of “S” are resistant to“ S$”. By 
suitable application of these methods strains resistant to 
both “ P” and “ S ” can be obtained, and this resistance 
is retained through several subcultures. Most anti. 
biotics do not produce inhibition zones in which isolated 
colonies occur; helvolic acid is taken as an example, 
It is shown that “ P” and “S” kill off the majority of 
the staphylococci present, and that the survivors then 
grow rapidly after a short time; helvolic acid is bacterio. 
static only, and staphylococci rapidly develop the capacity 
to grow init. Evidence is given suggesting that adapta- 
tion to growth in the presence of antibiotics is not due to 
natural selection alone, but rather to a specific modifica- 
tion of the staphylococcal cells induced by the anti- 
biotic; natural selection applied to colonies containing 
these altered forms accelerated the emergence of resistant 
strains. C. L. Oakley 


420. Antibacterial Activity in Members of the Higher 
Fungi. I. Cortinarius rotundisporus and Psalliota 
xanthoderma Genev. 

N. ATKINSON. Australian Journal: of Experimental 
Biology and Medical Science {Austral. J. exp. Biol. med. 
Sci.] 24, 169-173, Sept., 1946. 2 refs. 


In an examination of the antibacterial activity of the 
higher fungi, over 200 types of toadstools and mushrooms 
were investigated. Of these Cortinarius rotundisporus 
and Psalliota xanthoderma were active against both 
Staphylococcus aureus and Salmonella typhi; the Psal- 
liota extract was more active against S. typhi and was 
also active against Mycobacterium phlei, the vole tubercle 
bacillus, and against a staphylococcus relatively insensi- 
tive to penicillin. The active principle was probably 
different for each fungus, since there were differences 
between the two extracts in their relative activity against 
various bacteria: there were also differences in lability 
to heat and other factors. The activity of both extracts 
was not diminished by the presence of serum; sufficient 
material was not available for testing the activity in 
vivo. The toxicity of crude preparations appeared to 
be low, but that of a purified preparation had not been 
determined. Further work has to await next season’s 
supplies of fungi. R. Wien 


421. The Formation of an Antibiotic by Irradiation of 
Ammonium Lactate with Radium. (Genése de |’anti- 
biotique préparé par irradiation au radium du lactate 
d’ammonium) 

F. Cuopat and A. de YAKIMACH. Compte Rendu des 
Séances de la Société de Physique et d’ Histoire Naturelle de 
Genéve [C. R. Soc. Phys. Hist. nat. Genéve] 63, 143-144, 
Aug.—Dec., 1946. 


The authors, working in the Laboratoire de Micro- 
biologie et de Fermentation de I’Institut de Botanique 
générale of the University of Geneva, give a preliminary 
account of the production of an antibiotic substance in 
vitro. When a simple synthetic medium consisting of 
ammonium lactate, magnesium sulphate, and dipotassium 
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hydrogen phosphate is exposed to radium it becomes 
unsuitable for the growth of Gram-negative organisms 
such as Bacterium coli and Pseudomonas fluorescens. 
The bactericidal substance is thermostable. If one of the 
three components of the medium is exposed to radium 
alone it does not become bactericidal, and the same is 
true if the magnesium sulphate and potassium phosphate 
are irradiated together. When ammonium lactate and 
the phosphate are mixed and irradiated a feeble bacteri- 
cidal activity is produced: when ammonium lactate and 
magnesium sulphate are mixed and irradiated the 
activity is greatly augmented, while the addition of both 
salts to the ammonium lactate results in high bacterieidal 
activity. Chemical investigations now in progress 
suggest that an amine may be formed from the lactate 
ammonium by the magnesium and phosphorus ions. 
G. M. Findlay 
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422. Methyl Alcohol Poisoning Treated with Pectins. 
(A methylalkohol-mérgezés kezelése pektinanyagokkal. 
(Elozetes k6ézlemény)) 

J. Urt and E. Jeney Orvosok Lapja [Orv. Lapja] 2, 
961-964, Aug. 15, 1946. 1 fig., 17 refs. 


Methyl alcohol poisoning is due to the toxic effects 
of the methyl alcohol (m.a.) molecule and of formalde- 
hyde and formic acid. The aim of treatment is to bind 
the m.a. molecule and to prevent its oxidation., The 
author’s original idea was to find a compound which 
contains the m.a. molecule as a normal constituent 
but has no toxic effect. The other constituent parts 
should be able to bind m.a. and thus detoxicate it, 
provided the synthetic substance is not toxic itself. De- 
toxication is best performed in the gastro-intestinal 
system before absorption has occurred. Pectins proved 
to have such characteristics. They form an important 
part of the cell membranes of green vegetables and fruit. 
The base of the pectin molecule is pectic acid, which is an 
arabino-galacto-tetragalacturonic acid. The point of 
the investigation was to find out if the. breakdown 
products of pectins could esterify m.a. by their free 
COOH groups. As pure galacturonic acid was not 
obtainable, the following considerations formed the 
foundation of the experiments. The COOH groups of 
pectic acid are free and in the pectin molecule one 
galacturonic-acid group contains a free COOH radical. 

(1) It could be shown in the Thunberg experiment 
that m.a. impairs the activity of the dehydrogenase in the 
thoracic muscle of the dove; this effect is reversible. If 
m.a. was applied together with a solution of pectin no 
impairment occurred. (2) In experiments in frogs, 
injection of a 15% solution of m.a. into the abdominal 
lymph duct in an amount equal to 104 to 105 mg. per g. 
of body weight just narcotized the animal. If an equal 
amount of powdered pectin was introduced no narcotic 
effect was observed. (3) When applied to the isolated 
frog heart a 20% solution of m.a. diminished the ampli- 
tude of beat quickly. This was followed by a short 
period of alternation and halving of the pulse beat, 
finally by stoppage in mid-position. This effect was 


reversible in some cases. A pectin solution neutralized 
with sodium bicarbonate did not influence the heart’s 
action. If m.a. and the pectin solution were applied 
together or if pectin and Ringer’s solution were followed 
in the cannula by 20% m.a., the impairment was delayed 
and occurred in lesser degree. (4) Cats given 10 g. 
per kilo body weight of 50% solution of m.a. died within 
2 to 5 days with severe symptoms of poisoning. If 50 ml. 
of a 2% solution of pectin was introduced through the 
stomach tube at the same time the toxic symptoms were 
much milder and death was delayed; in a few cases the 
animals survived. (5) The m.a. content in the blood 
of cats was determined by authors’ modification of 
Widmark’s micro-alcohol method (to be published 
elsewhere). Six cats of 2,000 to 2,500 g. were given a 
sublethal dose of m.a. (6 g. per kilo in the form of a 50% 
solution by stomach tube). The blood m.a. curve was 
then studied, first at intervals of 10 minutes, later of 
5 to 10 hours for nearly 9 days. Absorption took place 
within half an hour of administration and was completed 
after 3 hours. The blood m.a. content reached almost 
8 parts per 1,000. After that the curve slowly and 
very gradually fell and the animal was free from m.a. on 
the seventh or eighth day. If with the m.a. 1 g. of marrow 
pectin was introduced (6 animals) the absorption and 
elimination time remained unchanged, but the maximum 
blood content did not exceed 5 parts per 1,000. The 
same applied when pectic acid was used. 

The individual differences in the lethal dose of m.a. 
for human beings (30 to 100 g.) might be due to the 
varying amount of pectin substances present in the 
gastro-intestinal tract from ingestion of green vegetables 
and fruit. This may mean on the one hand that fruit, 
especially apples, may be given as an antidote in m.a. 
poisoning: and on the other, excessive fruit intake may 
cause mild symptoms of m.a. poisoning if the pectin 
substances remain in the gastro-intestinal tract too long 
and are brokenup. A polygalacturonic acid (“* emostat ”’) 
was studied by Scoz; it can be given intravenously. 
This may prove useful for the parenteral treatment of 
m.a. poisoning. V. C. Medvei 


423. Bioclinical Study of Wine; Wine and Vestibular 
Time Index. (Recherches biocliniques sur le vin. Vin 
et indice chronologique vestibulaire) 

G. MourIQuanb, J. CoISNARD, and V. EpeEL. Presse 
Médicale [Presse méd.] 54, 725, Nov. 2, 1946. 2 refs. 


The authors have studied the relationship between 
changes in the vestibular time index (vestibular chron- 
axia) as measured by the technique of Bourguignon and 
the general acute effects of alcohol in man. To this end 
they have determined the index, before and at intervals 
up to 3 hours after the ingestion of single graded doses of 
wine, and have correlated the figures so obtained with 
changes in the physical and mental state of their subjects. 
The changes in the index were found to vary with the 
amount of wine given. With small amounts—60 to 70 
ml. of wine (strength 8 to 9 degrees)—the index rose by 
4 to 4-5 millisecs. during the first 20 minutes and then 
fell, but remained 1 to 1-5 millisecs above its initial value 
for up to 2 hours after consumption of the wine. With 
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quantities of 100 to 200 ml. the index rose initially by 
6 to 6°5 millisecs, fell slightly (2 to 4 millisecs.) below its 
initial value, and finally rose again to normal in about 
3 hours ; with a dose of 500 ml. the response was again 
triphasic but the index fell in the second phase to no less 
than 6 millisecs. below its initial value. On the basis 
of these results and concomitant observation of the 
changes in the physical and mental state of their 
subjects, the authors propose the following classifica- 
tion of dosage: (1) Therapeutic doses, up to about 100 ml. 
having a tonic effect without secondary excitatory effects. 
The index at first rises and then returns to its initial 
value without a pronounced fall below the latter. (2) 
Alimentary doses, 200 to 250 ml., having an initial tonic 
effect followed by a slight excitatory effect. The index at 
first rises and then falls somewhat below its initial value 
before it finally returns to normal. (3) Subtoxic doses, 
500 ml. or more. With such doses the excitatory 
effects are the more marked, the more the index (after 
first rising) falls below its initial value. These results 
were obtained with subjects accustomed to drink wine. 
With abstainers, on the other hand, the ingestion of 150 
ml. of wine caused an immediate fall in the index accom- 
panied by facial congestion and marked asthenia lasting 
for about 1 hour. 

[The number of subjects studied is in no case recorded.] 

A. L. Walpole 


424. Stramonium Poisoning. A Diagnostic Problem 
with Psychiatric Implications 
L. M. SportsMAN. Journal of Pediatrics [J. Pediat.] 29, 
345-349, Sept., 1946. 2 refs. 


Two cases of poisoning with Datura stramonium 
(thornapple) are described, and the importance of bearing 
this possibility in mind in cases of apparent psychiatric 
disorders in children is stressed. The prominent sym- 
toms and signs in the cases described were dysphagia and 
dryness of throat, soon followed by disorientation, fear, 
and delusions in which the plucking phenomenon was 
pronounced. The pupils were widely dilated. On 
recession of the acute phase, amnesia replaced the 
delirium. The association of the delirium with other 
signs of neurological impairment, such as dilated pupils, 
and with the plucking phenomenon should lead to 
detailed inquiry into a possible toxic cause. 

M. B. Klein 


425. Korsakow’s Syndrome in Relation to Atrophy of 
the Brain and Carbon Monoxide Poisoning. (Zespdét 
korsakowa w zwiazku z zanikiem m6ézgu i wodoglowiem 
po zatruciu tlenkiem wegla. Studium_ kliniczno- 
rentgenologiczne) 

T. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.) 1, 1256-1262, Oct. 14-21, 1946. 4 figs., 62 refs. 


According to the literature, mental disturbances due 
to carbon monoxide poisoning assume in most cases the 
clinical form of Korsakow’s syndrome, memory defects, 
compensatory fantasies, and lowering of the intelligence 
standard being the main features. The disturbances may 
appear immediately after the coma, but often they are 
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preceded by an interval of apparent normality lasting for 
from a few hours to several weeks. The author con- 
tributes to the study of this problem the description of a 
case in which encephalographic evidence threw light 
upon the underlying anatomo-pathological changes. 

In 1923, a man, aged 30, suffered an accidental severe 
carbon-monoxide poisoning and remained in coma for 
5 days. Two weeks later he was able to return to work, 
but at the end of 3 weeks after this apparent recovery he 
had to be admitted to hospital with grave neuromotor 
and mental symptoms: muscular rigidity, exaggeration 
of all tendon reflexes, ankle clonus, bilateral Babinski sign, 
abolition of the superficial abdominal reflexes, and incon- 
tinence of the sphincters; mentally there was dullness, 
apathy, and considerable loss. of memory. He remained 
in hospital for 5 months, at the end of which time the 
motor signs had disappeared and hehad recovered entirely 
the use of his limbs; his intelligence improved con- 
siderably, although it was still impaired when he was 
discharged. In 1944—21 years later—he was re-admitted 
to the same hospital. Only slight traces of neuromotor 
disturbances were found—such as drooping of the left 
angle of his mouth and some exaggeration of his ankle 
jerks, particularly of the left one—but there was an 
unmistakable Korsakow’s syndrome, with its classical 
symptomatology. No evidence of syphilis in blood or 
cerebrospinal fluid was found. Encephalography showed 
a uniform enlargement of all the cerebral ventricles. The 
radiological diagnosis was atrophy of the brain and 
internal hydrocephalus. A. Lilker 


426. The Prophylactic Effect of Hexamethylenetetra- 
mine in Dogs Exposed to High Concentrations of Phosgene 
L. KaAREL and R. E. Weston. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 88, 
254-259, Nov., 1946. 11 refs. 


Eighty-three dogs were exposed to phosgene vapour. 
With some of the animals a dosimetric method was used 
which permits the measurement of the actual dose re- 
tained after inhalation. In the remainder, groups of 
treated and control animals were exposed together to 
different concentrations of phosgene (2:49 to 7-98 mg. 
per litre) for about 6 minutes ina dynamic chamber. The 
results by both methods show that 2 g. of hexamethylene- 
tetramine (H.M.T.) per kilo given intravenously 60 to 90 
minutes before exposure produces a highly significant 
reduction in mortality. Protective effects were also 
seen with 0-5 and 0-25 g. per kilo, though the prophy- 
lactic effect diminished as the dose of H.M.T. was 
decreased. It is emphasized that the doses of H.M.T. 
used are high and that doses of the order of 150 g. 
would probably be required to protect a 75 kilo man 
against a 6-minute exposure to 8 mg. of phosgene per 
litre. J. M. Robson 


427. Poisoning due to Ingestion of Wax Crayons. Re- 
port of a Case 

J. A. Jones and H. BreiGcer. Journal of Pediatrics {J. 
Pediat.) 30, 422-427, April, 1947. 1 fig., 12 refs. 


|| | 
428. 
Prat 
E. E 
of 
194¢ 
Ir 
top 
bloc 

by 
effe 
use 
dru 
exc 
wa? 
is 
of 
rep 
fou 
dir 
sen 
(1) 
cer 
sys 
So: 
eff 
in 
im 
eff 
in\ 
ac 
pr 
. Tel 
do 


THERAPEUTICS 


THERAPEUTICS 


428. Recent Advances in the Use of Curare in Clinical 
Practice 

E. B. SCHLESINGER. Bulletin of the New York Academy 
of Medicine [Bull. N.Y. Acad. Med.] 22, 520-529, Oct., 
1946. 1 fig., 21 refs. 


In using curare therapeutically the attempt is made not 
to paralyse the myoneural junction but simply to create a 
block to the abnormal impulses which may be imposed 
by diseased processes, thus obtaining a therapeutic 
effect without loss of voluntary power. This ideal is 
impossible to attain if aqueous solutions of curare are 
used, as these rapidly produce a high concentration of the 
drug, with unpleasant side-effects, and are as rapidly 
excreted. A 3% suspension of tubocurarine with 4-8% 
wax in peanut oil gives reliable results. The alkaloid 
is stable and is not affected by sterilization. The results 
of 1,500 injections of this suspension in 200 patients are 
reported. The dose varied from 0-4 to 2:5 ml., and was 
found to be only vaguely related to body weight but 
directly related to the degree of motor acceleration pre- 
sent. The following types of lesion were treated: 
(1) muscle spasm, as in the low backache syndrome, 
myositis, and arthritis; (2) spasticity, as found in 
certain degenerative disorders of the central nervous 
system; and (3) rigidity, as in Parkinson’s syndrome. 
Some very favourable results are claimed, spasm, spasti- 
city, and rigidity being affected in order of decreasing 
efficiency. Two hours after injection, patients almost 
invariably noted a pleasurable feeling of relaxation with 
improved function. The duration of the beneficial 
effect varied from 24 to 168 hours and seemed to be in 
inverse proportion to the degree of spontaneous motor 
activity. There was an associated fall in systolic blood 
pressure, averaging 20 mm. Hg, related to the muscular 

. relaxation and not to any specific vascular effect. In the 
dosage used no unpleasant side-effects were noted and 
no tendency to habituation appeared. Since curare is 
excreted unchanged in the urine, a poor renal function 
might conceivably elevate the concentration of the drug 
in the blood to a dangerous degree. D. M. Dunlop 


- 429. New Albumin Blood Substitutes 
N. A. Feporov. British Medical Journal (Brit. med. J. 3 
~ 2, 987-988, Dec. 28, 1946. 


The author has summarized work in the U.S.S.R. on 
the production of “ colloidal infusion”. Casein from 
cow’s milk was subjected to a system of fractionation to 
Temove the substances possessing primary toxic and 
anaphylactogenic properties. The final product was 
given to rabbits in 4% concentration without signs of 


toxicity. Subsequent injections did not produce signs. 


of anaphylaxis. Seven hundred transfusions of colloidal 
infusion have been given to patients suffering from various 
ailments; no allergic reactions were noted. Following 
numerous successive injections a rapid rise of serum 
albumin and an increase in colloid osmotic pressure of the 
serum were obtained. ‘“‘ Asarule an injection of colloidal 
infusion noticeably lowers the permeability of the 
capillaries, with a pathogenic increase in permeability 
during the first hours after the injection.” Colloidal 
M—K 
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infusion is now used clinically as a plasma substitute in 
cases of traumatic shock, as a whole-blood substitute in 
cases of haemorrhage, and as a means of treating 
hypoproteinaemia. 

[No technical details of production are given. Many 
detoxicated or despeciated animal proteins have been 
produced and subjected to tests for suitability as plasma 
substitutes in the U.S.A. It would be valuable if this 
product could be examined in comparable fashion.] 

John F. Loutit 


430. Preservation of Normal Plasma in the Liquid State. 
V. Clinical, Chemical, and Physicochemical Studies 
during Three Years of Storage at Room Temperature 

E. L. Lozner, S. LemisH, A. S. CAMPBELL, and L. R. 
Newuouser. Blood [Blood] 1, 459-471, Nov., 1946. 
6 figs., 22 refs. 


During preservation of human plasma in the liquid 
state for 3 years the amino-acids increase slowly for 
about 2 years and thereafter show no further signifi- 
cant increase, whereas there is a steady increase in 
the polypeptides throughout the entire period. This 
increase represents hydrolysis to non-protein size of 3 
to 4% of the original protein. There is also slight 
denaturation of protein, which probably accounts for 
the small increase in the viscosity of stored plasma, 
In addition there is a slight increase in colloid osmotic 
pressure during storage. The electrophoretic patterns 
of stored plasma show increases of alpha-globulin and 
albumin concentration and complete disappearance of 
gamma globulin (containing immune antibodies) and 
fibrinogen. Becauseattheend of 6 months liquid plasma is 
completely devoid of coagulation factors, complementary 
activity and, probably, other antibodies, it should not 
be administered to patients with either the haemorrhagic 
diatheses or infections. However, even after 3 years 
it appears to be suitable for use from the point of 
view of colloid content; that is to say, for the treatment of 
those conditions, such as acute reduction in blood 
volume, in which it is at present most often used. Atten- 
tion is drawn to the need for stringent bacterial control 
when plasma is stored in the liquid state at room tempera- 
ture. P. L. Mollison 


431. Dutch Blood-transfusion Service during the 
German Occupation 

J. SPAANDER. Lancet [Lancet] 1, 
1947. 


Despite the German occupation the Dutch managed to 
build a hidden plasma-drying plant in the autumn of 
1943, and to have ready 6,000 complete sets of dry plasma 
by 1944. These were distributed to centres where 
bombing or fighting was expected and were thus on hand 
at Nijmegen and elsewhere when casualties occurred. 
This was obviously .a great feat in view of the tremendous 
difficulties involved. Both during the occupation and | 
during the period that followed it the building up of a 
modern blood transfusion service was exceedingly 
difficult; lack of access to foreign scientific work was one 
of the many handicaps. Since then new ideas gained 
from other countries’ experiences have been incorporated 
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into their own service; for instance, the supply of a 
standard set from a central laboratory. The organiza- 
tion has been developed so rapidly that the author can 
now claim that the Dutch blood transfusion service will 
bear comparison with that of any other country. 

P. L. Mollison 


43la. Physical Basis of Continuous Intravenous Infusions 
J. N. Warton. Lancet [Lancet] 1, 662-665, May 17, 
1947. 4 figs., 3 refs. 


432. Use of Sulphonamides and Penicillin for Blood 
Storage. (IlpumeHenne cynbdamugos 
KOHC€pBaliHH KpOBH) 

M. T. CHUVALOVA. Xupyprua [Khirurgiya] No. 9, 14—- 
23, 1946. 13 refs. 


In spite of rigorous aseptic technique in the collection 
of blood for storage it is impossible always to guarantee 
its sterility. Apart from technical errors, there is the 
possibility of contamination from an _ undiagnosed 
bacteriaemia in the donor. Many attempts have been 
made to find a substance which would sterilize without 
damaging the stored blood. , 

The author investigates the use of the following sub- 
stances as bacteriostatics in stored blood: sulphanilamide, 
“white streptocide’’ (72 and 400 mg. per 100 ml.), 
sodium sulphathiazole (100 mg. per 100 ml.), “ sulphi- 
dine ’’ (50 mg. per ml.), penicillin (40 units per ml. of 
blood), and several combinations of these substances. 

(1) Flasks containing blood agar prepared from the 
stored blood and from the stored blood with antiseptic 
substance added were exposed for 20 minutes to the 
atmosphere of the room. All the substances tried 
demonstrated antibacterial properties on aerial bacteria 
and none on aerial fungi, the growth of which was in 
some cases greater than in the control. Combinations 
of sulphanilamide and penicillin and of sulphathiazole 
and penicillin were particularly effective, and their 
synergic action occasionally produced complete steriliza- 
tion of the medium. 

(2) Controls of stored blood and of stored blood with 
antiseptic substance were similarly exposed. After 
exposure to air one-half of the specimens were kept at 
room temperature and one-half in a refrigerator. It was 
found that contamination occurred three times less 
frequently in the blood containing sulphanilamide (4-4% 
as opposed to 12-8% in the control). It occurred more 
readily in the specimens kept at room temperature (this 
was a constant finding in all this series). The con- 
taminants were the usual aerial saprophytes. In 2 cases 
the control blood grew non-pathogenic staphylococci. 
Blood containing sulphidine was five times less frequently 
contaminated (7% as opposed to 35% in the control). 
The infectivity of the air was not very great in this group, 
as contamination occurred in only 47% of the control 
specimens. 

Blood containing sodium sulphathiazole was con- 
taminated in 28-3% as opposed to 63-3% in the control. 
While the control blood grew mostly bacteria, the sulpha- 
thiazole-containing blood grew only fungi. Blood 
containing penicillin was less frequently contaminated 
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(12% as opposed to 21% in the control). The infectivity 
of the air was low, as the control blood was contaminated 
in not more than 20% of specimens. It must be Noted, 
however, that in specimens of blood containing penicillin 
the contaminating agent was a fungus in 5 cases and a 
sarcina in 1, while the control group was contaminated 
by bacilli and cocci in 8 and by fungi only in 2 specimens, 
With sodium sulphathiazole and penicillin no case pro. 
duced a bacterial growth. Contamination (in 14% as 
opposed to 20% in the control) was with fungi only, 
The infectivity of the air was again low, as only 20% of 
the control specimens were contaminated. 

(3) Blood and blood with added antiseptic were con- 
taminated from pure bacterial cultures. The blood was 
infected by saprophytes from the air of the transfusion 
centre and from contaminated stored blood, also by the 
most common pathogenic organisms, such as Staphy- 
lococcus albus and aureus, coliform bacilli, and Bacillus 
anthracis. All the preparations were more or less 
bacteriostatic with the organisms used, but penicillin was 
inactive against coliform bacilli. A rapid bacteriostatic 
effect was obtained with sulphanilamide on sarcinae, with 
sulphathiazole on B. anthracis, and with penicillin on 
Staph. aureus. None of these preparations had any effect 
on the blood itself. Andrew Zinovieff 


433. Tsetse Fly Repellents 

G. M. Finpiay, J. HARDwICKE, and A. J. PHELpPs. 
Transactions of the Royal Society of Tropical Medicine 
and Hygiene (Trans. R. Soc. trop. Med. Hyg.) 40, 341-344, 
Dec., 1946. 2 refs. 


The authors began their experiments by testing, in the 
field, the repellent properties of the following nine 
substances or compounds against Glossina: (1) N-sec- 
butylphthalamide; (2) 2-phenylethyl-«-hydroxyisobu- 
tyrate; (3) N-n-amylsuccinimide; (4) benzyl ether; 
(5) 2-phenyl-cyclohexanol; (6) n-butyl-d/ malate; (7) 
ethylhexane-diol-1,3 (Rutger’s 612); (8) 2,2’-dimethyl-2- 
carbobutoxy-dihydro-7-pyrone (indalone); (9) Formula 
622 (dimethyl phthalate, 6 parts; indalone, 2 parts; 
Rutger’s 612, 2 parts). The result of this preliminary 
screening proved that indalone and Formula 622 gave 
the most striking results, and in consequence the following 
.additional tests were carried out with these compounds, 
controls being employed in each observation. (1) 
Duration of effectiveness of indalone and Formula 622. 
To determine the time during which these compounds 
were effective they were applied at intervals of from 7 to 
8 hours before exposure to tsetse bites. Both compounds 
showed a loss of efficiency between 4 and 6 hours after 
application. (2) The effect of sunlight on the efficiency 
of Formula 622. Two treated and 2 control fly-boys sat 
for 30 minutes exposed to the direct rays of the sun ina 
tsetse-free area. They then sat for 1 hour in a shaded 
tsetse area. Some loss of repellent power was noted 
under these conditions. (3) The effect of sweating on 


the efficiency of Formula 622. Two treated and 2 
untreated fly-boys danced strenuously in the shade for 
They were then exposed to tsetse flies for 1 
No loss of efficiency as the result of sweating was 
R. M. Gordon 


30 minutes. 
hour. 
noted. 
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434. The Effect of X-rays on Ascorbic Acid -Concentra- 
tion in Plasma and in Tissues 

C. H. KRETZSCHMAR and F. Exuts. British Journal of 
Radiology (Brit. J. Radiol.| 20, 94-99, March, 1947. 2 
figs., 20 refs. 


“ An adequate daily dose of ascorbic acid can prevent 
or minimize the fall of white blood cells which follows 
x-ray exposure. It diminishes the risk of x-ray sickness. 
There is however no uniformity in the result.” Vogt, 
quoted by the authors, does not believe that exposure to 
x rays has any relation to the excretion of ascorbic acid 
in the urine, but he considers that the marked deficiency 
of ascorbic acid in malignant patients is purely due to the 
disease, whether cancer or lymphadenoma. The authors 
estimated ‘* the ascorbic acid in plasma of patients under 
x-ray treatment, and in most cases it was found to be 
below the initial level before exposure”. After x-ray 
exposure of normal rabbits estimation of ascorbic acid 
was made and a fall in the level was found for some time 
after exposure. The ascorbic acid content of muscle and 
kidney tissue from rats exposed in vivo to x rays was also 
found to be lower than normal. Geo. Vilvandré 


435. Roentgenologic Diagnosis. Changes Resulting 
from Chemotherapy 


A. C. Curistie and G. M. Wyatt. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.] 132, 895- 
899, Dec. 14, 1946. 6 figs., 1 ref. 


The authors point out that the classical radiological 
appearances seen after various infections may be con- 
siderably modified by chemotherapy with either penicillin 
or the sulphonamide drugs or a combination of the two. 
This modification is particularly marked where compara- 
tively small doses have been given for a primary infection 
which has been later followed by metastatic infection 
elsewhere, the course of the latter being masked and 
modified by an initial dose of the drug insufficient to 
eliminate entirely this metastatic infection. 

They cite 5 cases of osteomyelitis and 1 of peri- 
nephric abscess. Four of the cases of osteomyelitis had 
a history of antecedent acute infection; 3 had had an 
upper respiratory infection and 1 a pustular chickenpox. 
The fifth case of osteomyelitis had no history of previous 
illness. One case of osteomyelitis was treated with 
adequate penicillin from the start, and the lesion resolved 
with minimal changes. In this case, however, the authors 
point out that an isolated film in the series could well 
have been interpreted as showing changes of periosteal 
sarcoma. Two other patients with osteo-periosteal 
changes who had had inadequate chemotherapy had been 
subjected to surgery as a diagnostic measure because 
clinically and radiologically the appearances suggested 
sarcoma. In another case the condition resolved with 
thickening of the bone and the general appearances of 


Paget’s disease; and in the final case the differential 
diagnosis was between osteo-periostitis modified by 
chemotherapy and angio-endothelioma. In all these 
cases the condition cleared up satisfactorily with adequate 
penicillin dosage. The last case described was of a man 
who had an attack of carbuncles which resolved spon- 
taneously and who shortly afterwards contracted 
gonorrhoea, which was treated with 20,000 units of 
penicillin, For 2 years afterwards he had a chronic ill- 
ness with swelling in the right loin which was eventually 
diagnosed as a perinephric abscess and, on surgical 
exploration, was found to be contained within an 
immensely thick mass of scar tissue. 

All these cases show that, if chemotherapy is inadequate 
to eliminate an infection, the radiological appearances 
and the course of infection may be considerably modified 
and the classical appearances of the disease may not be 
seen. In the cases of osteomyelitis the appearances 
which have been simulated are sarcoma, angio-endothe- 
lioma, and Paget’s disease. The last case illustrates the 
problem resulting from the modification of underlying 
and probably unsuspected disease by the chemotherapeu- 
tic treatment of venereal diseases. Peter Kerley 


436. Roentgen Diagnosis of Arteriovenous Aneurysm of 
the Lung. [In English] 


E. LinpDGREN. Acta Radiologica [Acta radiol., Stockh.] 


27, 585-600, Dec. 20, 1946. 11 figs., 4 refs. 


After discussing various designations for arterio-venous 
communications the author states that, in his opinion, 
the term “arteriovenous aneurysm” should be used 
only when a congenital communication exists, and that 
the term “ arteriovenous fistula’ should be applied to 
the traumatic cases. 

Clinically all the author’s patients with arterio-venous 
aneurysm of the lung had shortness of breath and pain in 
the chest. Two patients had had haemoptyses and 
attacks attributed by a neurologist to small air emboli 
in the brain. All had gross cyanosis with clubbing of the 
fingers, and in general appearance resembled patients 
with congenital heart disease. The size of the heart was 
normal in 2 of the cases before operation, but in the third 
there was some enlargement, probably due to rheumatic 
disease. In 1 case the size of the heart increased some- 
what after operation, but this was thought to be a process 
of adaptation to the increased amount of blood flowing 
through the heart. 

Radiologically the aneurysms present as rounded or 
irregular opacities in the lung field with large dilated 
vessels which extend from the hilum to the tumour. Asa 
rule these dilated vessels are very easily distinguished and 
may follow an entirely different direction from the nor- 
mal neighbouring lung vessels. Forced expiration with 
the glottis closed causes the shadows and the connecting 
vessels to diminish in size; on performing Miiller’s test 
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the size increases. This is often not very obvious when 
the aneurysm is small, and difficulty may be experienced 
in making a differential diagnosis between small cysts, 
aneurysms, and tuberculous lesions, especially if the lesion 
is closely associated with a large pulmonary vessel. 
Diagnosis from a true aneurysm of a branch of the 
pulmonary artery may be impossible. Part of the lesion 
may be obscured if there is haemorrhage from the aneu- 
rysm and blood is aspirated into the bronchial tree, 
causing atelectasis or bronchopneumonia. Although 
angiography and tomography are useful accessory 
methods of investigation, the author considers that in 
most cases it should be possible to make the diagnosis 
from plain radiography and screening. On the screen no 
definite pulsation of the tumour is visible, though at 
operation it is readily seen and felt. The aneurysm is 
found to consist of a dilated afferent artery and distended 
efferent veins with either a direct communication 
between one or more large trunks or a tangle of more or 
less distended vessels. Dilation of these vessels and the 
veins by arterial pressure may cause rupture either 
interstitially or into the bronchial tree. Peter Kerley 


437. The Roentgen and Cardiac Manifestations of 
Funnel Chest 

J. G. Tepuick and E. H. DRAKE. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol] 
56, 721-735, Dec., 1946. 16 figs., 24 refs. 


The condition of funnel chest rarely gives rise to 
troublesome symptoms. The malformation is nearly 
always a developmental anomaly. Exceptionally severe 
trauma to the sternum may, however, result in a funnel 
chest. The deformity appears in the first years of life 
and gradually becomes more pronounced. The manu- 
brium is usually not involved. The lower segment of the 


_ corpus sterni forms the posterior portion of the deformity. 


Nine cases of funnel chest are described, including 1 
very unusual case with bigeminal cardiac rhythm due to 
regularly recurring right ventricular extrasystoles. This 
was probably due to an irritation of the right ventricle by 
the sunken sternum. A typical radiographic finding is a 
displacement of the heart to the left associated with a 
characteristic appearance of the left cardiac border, 
which can be readily mistaken for an enlarged heart or a 
heart affected by congenital disease, or mitral deformity. 
Although several of the patients had palpitation and 
dyspnoea, none had any serious cardiac embarrassment. 
Only 1 patient presented important objective findings. 
Minor electrocardiographic abnormalities were sometimes 
present, particularly in the chest leads. These were due 
to a combination of a shift to the left and rotation of the 
heart in the long axis. Surgical treatment is rarely 
indicated. It should not be advocated except in cases of 
increasing cardiac embarrassment not attributable to any 
other cause. A. Orley 


438. Percutaneous Cerebral Angiography. (Perkutan 
cerebral angiografi) 

K. KRrisTIANSEN. Nordisk Medicin [Nord. Med.] 34, 
823-826, April 3, 1947. 3 figs., 5 refs. 


439. Differential Diagnosis between Organic and 
Spastic Arterial Diseases by means of X-ray Examination, 
[In English] 

M. SGALiTzER. Confinia Neurologica [Confin. neurol., 
Basel] 7, 121-135, 1946. 9 figs., 7 refs. 


The technique of arteriography of peripheral arteries 
with 30% “‘ abrodil’’ or 35% “ diodrast ’’ is described, 
The artery is dissected out under local analgesia and a 
thread passed underneath it so that it can be lifted up and 
proximally compressed during the injection of 20 ml. of 
the contrast medium. The author does not recommend 
percutaneous injection because the diseased artery is so 
often difficult to find with certainty. The diodrast is 
injected within the space of a few seconds and a radio- 
graph is taken towards the end of the injection. In this, 
the method does not materially differ from those generally 
used in arteriography, but the author after 5 to 10 minutes 
repeats the injection and x-ray exposure. He claims that 
in this procedure of ‘* double injection ”’ the first injection 
abolishes any spasm of the vessel so that the second picture 
shows the appearance of the fully relaxed arterial tree. 
The difference between the two pictures therefore indi- 
cates the amount of spasm occurring in the case. 

[Since the author’s view that the organic iodide 
molecule causes arterial relaxation is not in accord with 
general opinion it would seem reasonable to consider 
that any “‘ spasm ”’ of the vessels seen at the time of the 
first radiograph is just as likely to be due to the handling 
of the artery and the painful arterial injection as to the 
disease process. On this supposition any relaxation of 
the artery seen at the second exposure would be due to 
partial recovery of the artery from the harsh treatment 
accorded it. Until such time as the innocuousness and 
usefulness of arteriography in peripheral vascular disease 
can be established it would be wiser to consider the 
procedure as a tool of research rather than as one to be 
used as a routine.] H. E. Holling 


440. Significance of Calcification for Roentgen Diag- 
nosis of Aneurysm of the Abdominal Aorta 
E. W. KLINEFELTER. Radiology [Radiology] 47, 597-601, 
Dec., 1946. 3 figs., 16 refs. 


The author states that “ abdominal aneurysms are 
becoming more frequent, but the roentgenologist fails 
to make the diagnosis in 80% of cases despite the presence 
of adequate evidence on the film”. The article deals 
with calcification of the abdominal aorta and the position 
and shape of the lines of calcium in relation to aneurysm, 
a single irregular curved line with its concavity towards 
the vertebral column being characteristic. 

[That the diagnosis is missed is no doubt true, but that 
failures amount to 80% is a statement open to doubt, 
nor would the radiologist expect to make a diagnosis of 
rupture of the abdominal aorta, as the author suggests, 
on the presence of a filling defect near the upper end of 
the rectum. “‘ Leaking aneurysm” would be a better 
term in such a case. Only 3 cases are reported, including 
the “ ruptured ” aneurysm, but the article is nevertheless 
of interest and the numerous references are of value.] 

Geo. Vilvandré 
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441. Effects of Radioactive Phosphorus (P32) on Normal 
Tissues. A Histologic Study.of the Changes Induced in 
the Organs of Patients with Malignant Lymphomas 

W. R. Pratt. Archives of Pathology {Arch. Path.] 43, 
1-14, Jan., 1947. 18 figs., 11 refs. 


A histological study of the organs from 43 cases in 
men, in which radioactive phosphorus was used as a 
therapeutic agent or tracer substance, showed lesions 
similar to those produced by other forms of radiation. 
Radioactive phosphorus is metabolized into -nucleo- 
proteins in the same way as is normal phosphorus, but 
rapidly proliferating cells tend to take up more, with the 
result that in neoplastic conditions such as malignant 
lymphomatosis or myelomatosis the affected organs 
(marrow, liver, spleen, and lymph nodes) receive higher 
concentrations and consequently suffer more damage 
from radioactivity. The lesions include fibrosis, 
hyalinization of collagen, and thickening of the smaller 
blood vessels. J. B. Duguid 


442. Chromotrope Granular Degeneration of Striped 
and Smooth Muscle Fibres. (Ueber die chromotrope 
granulare Entartung quergestreifter und glatter Muskel- 
fasern) 

F. FeyrtTer. Wiener Klinische Wochenschrift (Wien. 
klin. Wschr.] 58, 579-585, Oct. 4, 1946. 6 figs., 22 refs. 


In his method of staining muscle fibres the author 
uses fresh or fixed material washed in distilled water for 
15 minutes, cut into thin frozen sections, and washed 
again in distilled water for 10 minutes. He then drops 
1% cresyl violet (or thionin) containing 0-5% tartaric 
acid on the section, covers it with a coverglass, removes 
excess fluid with blotting-paper, and mounts the section 
with suitable cement. If unfixed material is used the 
tartaric acid can be dispensed with. 

Sections of tongue, laryngeal muscle, and eye muscle, 
but not heart muscle or calf muscle, stained by this 
method show occasional fibres with irregular humping 
of their outline, possibly due to swelling of the fibre 
between the surrounding capillary leashes, and a blue 
“ cyanochrome ” (cresyl violet) or red “‘erythrochrome ” 
(thionin) granulation seen on examination with high 
powers to possess a honeycomb structure. Such fibres, 
which also show a variable amount of coarse, golden- 
brown, granular pigment, the author calls chromotrope 
granular fibres. The chromotrope (or metachromatic) 
granules are densest at the periphery of the cell; here 
the muscle fibrils are much reduced in number, while 
at the centre, where the granules are less numerous, the 
fibrils are preserved. The granules are soluble in alcohol, 
and consequently cannot be demonstrated in paraffin or 
celloidin sections, do not stain for fat, and give a positive 
(violet) Feulgen reaction after treatment with sublimate. 
Many fibres show honeycomb granulation but no chromo- 


trope staining. The author suggests that the granules 
are a mixture of acetylphosphatides and lipoproteins. 
The percentage of fibres affected increases with age. 
The author, comparing the changes in them with those 
seen in “‘ onkocytes ” [though he states that the honey- 
comb granules in the latter can be stained in paraffin 
sections], comes to the conclusion that the occurrence of 
chromotrope granular fibres is only a particular instance 
of a generalized degeneration of cells, associated with the 
deposition of lipoprotein. Smooth muscle (intestine) 
shows erythrochrome granulation and gives a positive 
Feulgen reaction but does not show cyanochromia. 
C. L. Oakley 


443. Succinic Dehydrogenase and Cytochrome Oxidase 
in Epidermal Carcinogenesis Induced by Methylcholan- 
threne in Mice 

C. CARRUTHERS and V. SUNTZEFF. Cancer Research 
[Cancer Res.] 7, 9-14, Jan., 1947. 1 fig., 27 refs. 


Working in St. Louis, U.S.A., the authors investigated 


the activities of succinic dehydrogenase and cytochrome ~ 


oxidase in the skin of normal and methyl-cholan- 
threne-treated mouse skin and in a transplantable 
squamous-cell carcinoma. Succinic dehydrogenase 
activity was at the same level in normal and hyperplastic 
epidermis, but increased to four times this value in the 
carcinoma cells. Cytochrome oxidase activity increased 
with progressive treatment with methylcholanthrene, but 
in carcinoma cells showed a value intermediate between 
that of normal and hyperplastic epidermis. A graph 
shows these variations of enzyme activity in relation to 
corresponding falls in the content of iron, calcium, copper, 
and zinc during epidermal carcinogenesis, and a possible 
relationship between the two sets of data is discussed. 
H. G. Crabtree 


444. Desoxyribose Nucleic Acid from Isolated Chromo- 
some Threads in Experimental Epidermal Methylcholan- 
threne Carcinogenesis in Mice 

A. R. GopaAL-AYENGAR and E. V. Cowpry. Cancer 
Research [Cancer Res.]7, 1-8, Jan., 1947. 3 figs., 37 refs. 


Working in St. Louis, the authors isolated chromo- 
somes, largely freed from other cellular constituents, from 
epidermal and carcinomatous cells of Swiss mice by the 
method of mechanical disintegration followed by differen- 
tial centrifugation, and examined them microscopically and 
biochemically. Comparisons were made of the chromo- 
some concentrates from normal skin epidermis, epidermis 
made hyperplastic by varying amounts of methylcholan- 
threne painted on the skin, and the cells from a methylcho- 
lanthrene-induced transplantable skin carcinoma. Micro- 
scopically the chromosomes obtained from these three 
sources were indistinguishable, but significant differences 
were revealed by the quantitative estimation of their 
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percentage content of desoxyribose nucleic acid by a 
colorimetric process based on the diphenylamine reaction 
of Dische. These determinations consistently showed 
a notable fall in the desoxyribose nucleic acid content of 
the chromosomes of hyperplastic epithelium and a very 
pronounced rise in that of carcinoma cells. They are 
summarized below: 


Desoxyribose Nucleic Acid per mg. of Chromosomes 
(Dry Weight) 


Normal epithelium .. 
Hyperplastic epithelium 


mg. 

0'139 (average for 46 mice) 
( 

_ Squamous-cell carcinoma 


” ” 8 ” ) 


The possible bearing of these findings on the process of 
carcinogenesis is discussed. H. G. Crabtree 


445. Fibrinogen Plastics. Tissue Reactions Induced by 
a Series of Fibrinogen Plastics Implanted in the Abdominal 
Wall of Guinea-pigs 

O. T. Battey and R. Forp. Archives of Pathology [Arch. 
Path.) 42, 535-542, Nov., 1946. 3 figs., 10 refs. 


Observations on the effect of modified fibrinogen 
plastics on the tissue reactions are recorded. Guinea- 
pigs weighing 350 to 450 g. were used, and the plastics 
were prepared under sterile conditions. Pieces of plastic 
0-7 x 0-4 x 0-4 cm. were inserted into the abdomen of the 
anaesthetized animals between the skin and the muscu- 
lature and pushed laterally beyond the incision. Each 
animal accommodated from 4 to 6 different pieces 
of plastic. One suture was employed for each incision, 
and the whole procedure was carried out aseptically. 
At intervals the animals were killed with chloroform, and 
the plastics and adjacent tissues removed and fixed in 
Zenker’s fluid containing glacial acetic acid. Sections 
from paraffin blocks were stained by eosin and methy- 
lene blue and occasionally by haematoxylin and eosin. 
When the alcohol used in dehydration made the plastic 
too tough for cutting, the latter was removed before 
embedding. 

With bovine fibrinogen at a pressure of 120 Ib. per 
square in. (8-5 kg. per cm.*) and a temperature of 100° C. 
for 30 minutes in the hot press, a series of plastics was 
prepared using different plasticizing agents: glycerin, 
glycerin plus 5% thiocyanate, ethylene glycol, ethylene 
glycol plus 5% sodium thiocyanate, propylene glycol, 
ethylene glycol monoacetate, tetra-ethylene glycol, water, 
water plus 5% thiocyanate; in some no plasticizing agent 
at all was used. A second series was prepared under the 
same conditions but with varying proportions of water 
and fibrogen, ethylene glycol and fibrinogen, and glycerin 
and fibrinogen. Ina third series, with water and glycerin, 
the time of heating was varied from 5 to 120 minutes, 
temperature and pressure remaining constant. A last 
series was prepared by means of different substrates: 
bovine albumin, horse fibrin, human fibrinogen, casein, 
and bovine fibrinogen. 

With each different plastic the tissue response was 
essentially the same. The initial reaction consisted of 
infiltration by polymorphonuclear leucocytes, mono- 
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nuclears, lymphocytes, and fibroblasts, with collagen 
formation, and was due at least in part to the trauma of 
inserting the plastics. Absorption of plastic was 
indicated by a change in its staining properties from blue 
to red as seen in eosin-methylene-blue preparations, 
This change appeared peripherally and spread centri- 
petally, being accompanied by polynuclear and mono- 
cytic infiltration. The latter cells, which contained pieces 
of ingested plastic, occasionally fused to form giant cells, 
The plastic was then invaded by strands of connective 
tissue and inflammatory cells and eventually disappeared 
completely, a small fibrous scar being left. Although 
qualitatively the reactions were similar, they were most 
marked when water was used as the plasticizer and least 
marked with ethylene glycol. Sodium thiocyanate 
sometimes intensified the reaction but never decreased it. 
Glycerin and water plastics disappeared in from 6 weeks 
to 3 months, while propylene glycol and ethylene glycol 
plastics persisted for 6 months or more. 

R. B. T. Baldwin 


446. Carcinogenic Action of Ethyl Urethane on Rats 
W. G. JaFFE. Cancer Research [Cancer Res.] 7, 107- 
112, Feb., 1947. 6 figs., 7 refs. 


In connexion with the significant increase of lung 
adenomata in different strains of mice treated with ethyl 
urethane, experiments were carried out at the Instituto 
Quimio-Biologico, Caracas, Venezuela, in order to 
investigate the influence of urethane on the development 
of tumours in rats. Rats, 2 to 3 months old, with an 
incidence of about 5% of spontaneous tumours at the 
age of 18 months were employed. No spontaneous 
lung adenomata or hepatomata had ever been observed 
in this strain of rats. One series of rats was fed with 
urethane supplied in the diet at a level of 0-15%. The 
diet consisted of peanut cake, ground corn, powdered 
milk, salt, 2° sesame oil, with an addition of con- 
centrated vitamin A and D preparations, and was freely 
administered. Another series of rats was given 1 ml. 
of a 10% aqueous solution of urethane by intraperitoneal 
injection. Altogether 30 injections were given within 
3 months. 

Out of a total of 57 rats fed with urethane 59% devel- 
oped lung adenomata after 9 months and in 1 rat a 
hepatoma was found; out of 28 rats injected with 
urethane, 7% of those surviving more than 9 months 
had lung adenomata and 27% showed hepatomata in 
15 months. In a third series of 25 rats which received 
one intravenous injection of 2 mg. of methylcholanthrene 
in olive oil in addition to 30 injections of urethane, 9% 
developed lung adenomata and 27 % showed hepatomata. 
In rats the effect is greater when they are fed with ure- 
thane, while in mice the parenteral route is more effective. 

A short histological description of the changes induced 
is given. The lung adenomata were found to consist of 
epithelial cells, often glandular in their arrangement. 
Their origin is in metaplastic alveolar epithelial cells. 
The hepatomata were derived from hepatic cells and 
showed various aspects of solid and glandular forms. 

L. Dmochowski 
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CLINICAL PATHOLOGY 


447. Granular Cell Myoblastoma 
E. B. PoweLt. Archives of Pathology [Arch. Path.] 42. 
517-524, Nov., 1946. 8 figs., 11 refs. ; 


This paper contains a brief review of the site of origin 
and histological features of myoblastoma, together with 
observations on the question of malignancy. Four 
further cases are reported. One was discovered accident- 
ally in the skin over the scapula in a 49-year-old white 
woman. It was locally invasive and was 1-7 cm. in 
diameter. The second was a painless tumour in the 
skin of the right breast of a 60-year-old negress; this 
again was locally invasive, and was 2:5 cm. in diameter. 
The third occurred in a 14-year-old negro boy, and was 
situated in the floor of the: mouth, between the tongue 
and the mandible, and extended down into the neck. 
This patient died from haemorrhage due to erosion of a 
large vessel by the tumour, which at necropsy was found 
to measure 8X64 cm. and to have destroyed the 
omohyoid muscle and most of the tongue. The fourth 
case was in a 26-year-old negress, who complained of 
pelvic pain and lumps all over her body. The internal 
genitalia were removed, and similar masses were found 
in the uterus, Ovaries, retroperitoneal tissues, and skin. 
This patient was still alive when the paper was written. 

In all 4 cases the tumours were composed of oval, 
spindle-shaped, or polygonal cells with pink granular 
cytoplasm and small regular nuclei typical of myo- 
blastoma. Syncytial masses were seen in Cases 2 and 3, 
while the latter showed some attempt at alveolus forma- 
tion. No striation was demonstrated in the cells of any 
of the tumours. Case 4 was of interest because of the 
presence of widespread metastases, although the site 
of the primary tumour was open to some doubt. 

R. B. T. Baldwin 
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448. Approaches to the Study of Edema and Dehydration 
F. W. SUNDERMAN. 
Pathology [Amer. J. clin. Path.| 16, 353-364, June, 1946. 
4 figs., 14 refs. 


Certain laboratory measurements, such as the serum 
protein and chloride concentrations, help to elucidate 
individual cases of oedema and dehydration. Other 
laboratory methods, such as the determination of serum 
volume, extracellular fluid volume, water balance, total 
and colloidal osmotic pressures, and the electrophoretic 
study of the serum proteins, though not suitable for 
routine clinical use, have advanced our knowledge of the 
pathogenesis of these conditions. The methods for 
estimating serum volume depend on (1) injection of a 
vital dye, or (2) inhalation of carbon monoxide. The 
extracellular fluid—that is, the sum of the -vascular and 
interstitial fluids—is measured by introducing substances 
to which most cells appear to be impermeable and which 
are not oxidized in the body, such as sucrose or thio- 
cyanates. Attempts to determine the total body fluids, 
so that the intracellular fluids might be calculated, are 
still in the experimental stage. Although the direct 
measurement of the body fluids is uncertain, it is possible 
to determine changes in the total fluids of the body by 
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estimating the water balance. The total water intake 
includes (1) the water drunk, (2) the preformed water in 
the food eaten, and (3) the water of oxidation of foods. 
The total water output includes the water in the urine 
and faeces, the insensible loss from the skin and lungs, 
and occasionally loss in sweat, milk, and through 
wounds. 

The practice of estimating water balance by comparing 
the volume of urine with the quantity of fluid ingested 
disregards a large proportion of both intake and output. 
It is probable that the water balance is most easily esti- 
mated clinically by measurement of the daily change in 
body weight. The author refers to the fractionation of 
the serum proteins by electrophoresis. He gives an 
account of the mechanisms which regulate the movement 
of fluids within the body and form the basis for the classi- 
fication of oedema and dehydration. The main headings 
of the classification given in the paper are as follows. 


Types of Oedema: 

ta) Primary retention of water. 

(b) Primary retention of salt. : 

(c) Reduction of colloid osmotic pressure (hypopro- 
teinaemia): 
(1) Pre-hepatic. 
(2) Hepatic. 
(3) Post-hepatic. 

(d) Changes in capillary blood pressure. _ a 

(e) Blockage of lymphatic return of protein-containing 
tissue fluid. 


Types of Dehydration: 
(a) Primary loss of water. 
4 Primary loss of salt. 
c) Secondary types. 


The treatment of oedema and dehydration resolves 
itself into an attempt to recognize and attack the under- 
lying disturbance. The value of laboratory measure- 
ments is stressed. 

[This is a concise and factual review which cannot be 
condensed without omission. The clinical features are 
discussed under each heading, for which the original 
should be consulted.] K. Black 


449. The Normal Leucocyte Count 
C.R.B. BLACKBURN. Medical Journal of Australia [Med. 
J. Aust.) 1, 525-528, April, 26, 1947. 1 fig. 6 refs. 


450. The Copper Sulphate Method in Routine Haemato- 
logical Examinations 

M. H. O’Connor. Irish Journal of Medical Science 
[Irish J. med. Sci.] 14-20, Jan., 1947. 3 refs. 


For rapid routine distinction between normal and 
abnormal blood samples the author uses blood prevented 
from clotting by the Heller and Paul double oxalate 
mixture; he determines the specific gravity of plasma 
(Gp) and of whole blood (Gb) by the copper sulphate 
method of Phillips et al.; the packed cell volume (H) ~ 
by the method of Wintrobe, noting also the thickness 
of the buffy coat and the colour of the plasma; and the 
leucocyte count if the buffy coat exceeds 1-5 mm. From 
these observations he calculates (1) the haemoglobin 
content of blood, (2) the mean corpuscular haemoglobin 
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concentration (M.C.H.C.), (3) the specific gravity of red 
cells (Gc) from the formula Ge= _ Gp 
[wrongly given in the original], and (4) the plasma 
protein concentration. He finds a high correlation 
between red-cell specific gravity and mean corpuscular 
volume (M.C.V.), and suggests that, to a first approxi- 
mation, M.C.V.=1,000(Gc—1). 

[The combination of the Wintrobe haematocrit with 
the copper sulphate specific gravity observations un- 
doubtedly gives more information for less work than any 
other two tests, and has been used by the abstracter 
occasionally in emergencies. It cannot replace the 
standard procedures for hospital work, but might prove 
a useful screening test when the National Health Act 
comes into operation if laboratories are flooded with 
requests for complete blood counts. Theory suggests 
that in iron-deficiency anaemia the red-cell specific 
gravity should be roughly proportional to the M.C.H.C. 
rather than to the M.C.V., but the two are usually closely 
related; the author states that in pernicious anaemia 
the M.C.V. calculated from Gc is usually smaller than 
the true value, as would be expected on this hypothesis.] 

G. Discombe 


451. Determination of Normal Mean Corpuscular 
Weight (Erythrocyte) 

C.T. Cu’tn. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 32, 66-69, Jan., 1947. 1 fig., 5 refs. 


A method of determining the mean corpuscular weight 
of erythrocytes is described. The capacity of standard 
Wintrobe tubes is ascertained by weighing the tubes 
when empty and when filled with distilled water. A tube 
is filled with blood and centrifuged; the supernatant 
plasma is removed and the tube is weighed, the weight of 
the red-cell mass thus being determined. The density 
of the leucocytes and platelets is assumed to be equal to 
that of plasma. The weight of a known volume of 
plasma from the same blood sample is also determined. 
From these data the weight of the red cells in unit volume 
of blood is calculated, and from the red-cell count the 
mean corpuscular weight may be determined. The mean 
corpuscular weight was found to be 96-9 pug. (S.D.=6-43) 
for 38 normal men and 96°6 pyg. (S.D.=7-74) for 43 
women, with an average of 96:-8uyug. (S.D.=7-02) for 
both sexes. L. J. Davis 


452. The Effect of the Methylated Xanthines on the 
Clotting Time of the Blood 

N. C. GmLBert, F. Dey, and R. Trump. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
32, 28-33, Jan., 1947. 5 figs., 6 refs. 


A series of experiments was performed on patients and 
animals to determine whether the prothrombin time, 
the clotting time, and the heparin curve were changed by 
the administration of xanthine drugs, such as amino- 
phylline and theobromine calcium salicylate. The 
prothrombin and coagulation times were unchanged 
and the heparin curves were either not affected or were 
improved. L. J. Davis 


PATHOLOGY 


453. Hypoproteinemia (Its Frequency, Degree, Nature, 
and Cause, as elucidated by an Examination of 500 Patients 
with Medical Affections). [In English] 

J. BinG. Acta Medica Scandinavica [Acta med. scand} 
126, 273-285, Nov., 1946. 7 refs. 


Five hundred in-patients in the Communal Hospital, 
Copenhagen, were “screened” for reductions in the 
level of serum protein below 6% by a bead flotation 
method; patients showing protein levels below this 
figure were examined repeatedly by a Kjeldahl technique, 
total protein, albumin, and globulin being determined, 
The results are given in the following tables: 


TABLE I 


Distribution of Hypoproteinaemia Cases in the Two Sexes 
in the Various Age Groups 


Males Females 
Age 
Examined} Hypopro- | % |Examined| Hypopro- | % 
teinaemia teinaemia 
0-9 2 0 0 3 0 0 
10-19 17 1 6 17 0 0 
20-29 28 3 11 42 7 17 
30-39 28 3 11 40 3 8 
40-49 38 5 13 42 1 2 
50-59 39 5 13 59 2 3 
60-69 38 12 32 46 7 15 
70-79 23 6 26 28 8 29 
80-89 4 0 0 6 3 50 
Total 217 35 16 283 31 il 
TABLE II 
Degree of 

Hypoproteinaemia Cases 

No protein determination os 3 

Total protein 6-2-6:0% 2 

6:0-5-5% 25 

5-5-5:5% 26 

7 

4:5-4-:0% 3 

Total 66 


The causes of hypoproteinaemia are numerous. 
Isolated hypo-albuminaemia occurs in liver disease, 
nephritis, and most cases of intestinal carcinoma; isolated 
hypoglobulinaemia was found in only 2 cases; hyper- 
globulinaemia in 2 (syphilis; cholelithiasis with per- 
forated gastric ulcer). Simultaneous reduction of both 
fractions is the commonest finding and follows haemor- 
rhage in many cases, being found also in patients with 
myocardial degeneration, malnutrition, and dyspepsia. 
Commonly two or more factors are involved—as in 
gastric cancer with malnutrition due to anorexia and 
diarrhoea, haemorrhage, and liver metastases leading to 
inadequate synthesis. In a few cases no adequate 


cause for the hypoproteinaemia could be found, and in 
these the hypothesis of “ hydraemia ” is invoked. 
G. Discombe 
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454. The Assimilation of Amino-acids by Bacteria. 
Il. The Action of Tyrocidin and some Detergent Sub- 
stances in Releasing Amino-acids from the Internal 
Environment of Streptococcus faecalis with a Note on 
Electron Micrographs of Normal and Tyrocidin-lysed 
Streptococci 

E. F. Gate, E. S..Taytor, P. D. MITCHELL, and G. R. 
Crowe. Journal of General Microbiology [J. gen. 
Microbiol.] 1, 77-85, Jan., 1947. 4 figs., 7 refs. 


Treatment of. the cells of Streptococcus faecalis, 
Staphylococcus aureus, and Saccharomyces carlsbergensis, 
containing a high internal concentration of lysine and 
glutamic acid, with tyrocidin and various detergents, 
aerosol O.T., cetyltrimethylammonium bromide, or 
phenol, results in loss of the internal amino-acids through 
the damaged cell wall. The lytic action of these com- 
pounds is sufficient to explain the disinfecting action of 
these substances. Electron photomicrographs of S. 


faecalis acted on by tyrocidin show that normally the 


cell wall is a cortical layer relatively transparent to the 
electron beam. With tyrocidin the cell wall is completely 
disrupted. The simplest hypothesis that the amino-acid- 
confining barrier is the cell membrane cannot be true 
since tyrocidin disrupts not only the cell membrane but 
the cell wall. Either the cell wall is the amino-acid- 
confining barrier or, being attached to the cell membrane 
or some other confining structure, is disrupted with 
it. Rupture of the cell wall is concomitant with leakage 
of amino-acids from the tyrocidin-treated cocci. 
G. M. Findlay 


455. A Standardized Method of Disinfecting Infected 
Blood-clots 


A. D. GARDNER. Journal of Hygiene [J. Hyg., Camb.] 


45, 12-18, Jan., 1947. 1 fig., 6 refs. 


The author has been concerned to discover what 
chemicals would quickly disinfect bowls and instruments 
fouled with infective matter, under conditions which 
precluded the use of heat and even free washing with 
For this purpose he studied the action of various 
disinfectants on small pieces of blood clot of-constant 
size and containing a constant dose of bacteria. The 
clot was made by taking into a gauged capillary pipette 
a mixture of sterile blood and a standardized suspension 
of a coagulase-positive Staphylococcus aureus to which 
has been added sterile calcium chloride solution. The 
end of the pipette was then sealed and the mixture left 
about 10 minutes to clot. The resulting “ worm” of 
clot, expelled from the opened pipette into a Petri dish 
of saline, was cut, under sterile conditions, into lengths 
oficm. The latter operation is done with the aid of a 


- piece of white paper, under the Petri dish, on which is 


drawn a line divided into 1-cm. lengths. One of these 
segments of clot, which are about 1-5 mm. in diameter 


and contain a constant dose of cocci, may now be placed 

for the desired time in the antiseptic solution under 

study, after which it is removed, rapidly rinsed in sterile - 
water, and put in a bottle of blood broth. In this 

medium the clot is crushed with a nichrome spatula, 

and the bottle is incubated and examined for growth 

after 1, 2 to 3, and 7 days’ incubation. Growth is often 

delayed till the second or third day, and occasionally 

till the sixth or seventh day.- Appropriate controls were 

put up to establish sterility of the blood and viability of 
the cocci in the untreated clot and, in the case of highly 

bacteriostatic chemicals, to establish that a bactericidal 

dose was not carried over into the culture medium. In 

some cases a phenol control was also put up, the test 
being considered valid only if the antibacterial action of 
phenol was up to standard. 

Before a test of clot-disinfecting power each substance 
was examined for (a) rapid bactericidal titre—that is, 
the lowest dilution that will sterilize 10 to 20 million 
bacteria per ml. in water in 5 minutes at 17° to 20° C.; 
and (5) slow bactericidal or “bacteriostatic” titre— 
that is, the lowest dilution that will prevent the multiplica- 
tion of about 2,000 cells per ml. in heart extract peptone 
broth incubated at 37°C. for about 20 hours. Clot 
segments were found sufficiently variable in such factors 
as size and density to necessitate multiple tests and the 
calculation of averages. Five minutes was the standard 
time of exposure to disinfectant that was first employed, 
but when it was found that no feasible disinfectant would 
completely sterilize heavily infected clots in so short a 
time further observations were made with a 30-minute 
period. Among the disinfectants tested in this way 
were: ethyl alcohol and other volatile solvents; iodine 
in aqueous potassium iodide solution; chlorine; phenol 
and cresols; lysol; chlorcresol; “ izal” and “ cyllin ”’; 
the cationic detergents “‘ zephiran” and cetyltrimethyl- 
ammonium bromide; the chlorxylenol “ dettol”; 
mercury compounds; formalin; proflavine sulphate; 
acriflavine at 1 in 1,000 in 70% alcohol; and potassium 
permanganate. In 30 minutes the only substances 
uniformly successful with heavily infected clot (containing 
400,000 cocci) were: 2:5% iodine in aqueous potassium 
iodide solution; 50% “* chloros ” (containing about 5% 
chlorine); and 70% alcohol containing 0-1% of acri- 
flavine. When the number of cocci in the clot was 
reduced to 4,000 the following additional solutions 
showed regular clot disinfection in 30 minutes; ethyl 
alcohol 70 and 50%, “* chloros ” 25%, phenol 2:5%, and. 
lysol 1-25°%. T. D. M. Martin 


456. Infection with Corynebacterium pyogenes in 
Man 

D. O. BALLARD, A. E. UpsHer, and D. D.SEELY. Ameri- 
can Journal of Clinical Pathology [Amer. J. clin. Path.) 17, 
209-215, March, 1947. 16 refs. 
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457. Effect of Bacteria on Hexahydrobenzoic Acid. 
(Ober die Einwirkung von Bakterien auf Hexahydro- 
benzoesdure) 

A. Jezirerski and W. Fret. Helvetica Physiologica et 
Pharmacologica Acta [Helv. physiol. pharm. Acta] 4, 
395-400, 1946. 6 refs. 


The bacteria were washed once in phosphate buffer 
PH 7-7, resuspended in the buffer, and mixed with 
concentrations of hexahydrobenzoic acid ranging from 
0-025% to 1:25%. The rate of decolorization of methy- 
lene blue in a Thunberg tube at 37° to 38° C. was followed. 
Under anaerobic conditions, hexahydrobenzoic acid 
readily yields hydrogen with Bacillus mesentericus, 
Proteus, Staphylococcus citreus; \ess readily with Bac- 
terium coli, Staphylococcus albus and aureus; still less 
readily with Clostridium putrificum and Clostridium 
oedematis maligni, and least readily or not at all with 
Pasteurella aviseptica, Erysipelothrix, Sarcina flava, 
Bacillus subtilis and Salmonella cholerae-suis. In the 
Warburg apparatus with the optimal media, hexahydro- 
benzoic acid in concentrations of 1 to 5% inhibited or 
did not influence the oxygen uptake of the above named 
bacteria or of yeast. It exerted a similar effect in 
relation to growth. C. C. N. Vass 


458. Thermal Death Points of Micro-organisms in 
Beer 

A. Lunp. Journal of the Institute of Brewing [J. Inst. 
Brew.] 52, 307-311, Nov.—Dec., 1946. 4 refs. 


Only a few of the large number of micro-organisms 
which enter breweries by air or from other sources can 
grow in normal beer. Thus none of the moulds and only 
some yeasts can live in this medium. Bacteria are more 
serious problems, the chief invaders of beer being the 
Lactobacillus species, Pediococci, and Acetobacter types. 
There is little evidence that sporing organisms can develop 
in beer, except apparently for one case of Bact. subtilis 
infection where the beer was of unduly low specific 
gravity and high pH. Thus the usual pasteurization 
temperatures are sufficient to sterilize beer, and the 
author found that most of the organisms which he used 
in a series of experiments were killed within 15 minutes 
when heated in bottom fermentation beer at 56° C. or 
even lower temperatures. These organisms included 
species ‘of Saccharomyces, -Hansenula, Mycoderma, 
Torula, Acetobacter, Pediococcus, and Lactobacillus. 
The most heat-resistant organism was Lactobacillus 
lindneri, certain strains of which survived 20 minutes 
heating at 58° C. but not at 60° C. R. B. Lucas 


459. The Influence of Acetobacter Infection on the 
Condition and Flavour of Beer 

D. KULKA and T. K. WALKER. Journal of the Institute 
of Brewing lJ. Inst. Brew.] 52, 283-293, Nov.—Dec., 
1946. 


This paper details the resistance of beer to infection 
with various species of acetic acid bacteria. The 
experimental beer was brewed according to a standard 
technique, particulars of which are given, and samples 
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were inoculated with 0:25 ml. of wort culture of 14 
species of Acetobacter. The specimens were then stored 
at 13°C. for periods up to 7 weeks. Subsequent 
examination was made for appearance, taste, pH, and 
microscopical appearance of the deposit. It was cop. 
cluded that the most virulent types of acetobacter infec. 
tion were those due to A. acidumpolymyxa, A. mobile, 
A. turbidans, and A. viscosum, though not all of the panel 
of tasters agreed on the flavour in each case. Thus, 
while one observer preferred the specimen infected with 
A. turbidans (4 weeks storage) to the control, another 
observer found that the specimen had a slight bite. Of 
the remaining strains, A. acetigenum, A. ascendens, 
A. kiitzingianum, A. acetosum, and A. suboxydans were 
not regarded as likely to do serious damage to beer in 
storage. A. pasteurianum appeared to be in a rather 
more doubtful position, while A. gluconicum and A, 
xylinum were regarded as innocuous. R. B. Lucas 


460. Study and Identification of 50 Strains of Yeast-like 
Fungi. (Estudio e identificacién de 50 cepas de hongos 
levaduriformes)- 

L. FerRADA URzUA. Hoja Tisiolégica [Hoja tisiol] 
6, 329-337, Sept., 1946. 9 figs., 11 refs. 


The 50 strains of fungi identified in this study were 
obtained from the following sources: sputum, 22; pus 
from whitlows, 10; pus from tonsils, 6; vaginal dis- 
charge, 4; lesions of thrush, 3; eczematoid skin lesions, 
2; intertriginous lesions, 2; and urine in a case of pye- 
litis, 1. Of these, 46 specimens came from Chile and 4 
from Uruguay. The 22 sputum strains came from 
15 cases of chronic bronchitis and asthma, as in some 
instances a second species was recovered on further 
examination. The material was cultured in Sabouraud 
agar-honey in Petri dishes. The author points out that 
any positive results must be checked by a direct examina- 
tion of the sputum, in which the presence of fungi in 
abundance should be demonstrable. Special care must 
be taken to avoid contamination from the upper respira- 
tory tract and mouth. The most satisfactory method is 
to collect the sputum direct by bronchoscopy. The 
presence of fungi should be confirmed by a second 
examination, if possible, and the organism identified as a 
species pathogenic to the human lung. Primary colonies 
were subcultured in slopes of Sabouraud-honey, and after 
24 hours’ incubation material for identification was 
available. The organisms belonged to the species 
Candida. (1) The most frequent strain was Candida albi- 
cans. (2) A large number of cases of bronchomoni- 
liasis were due to C. tropicalis. (3) Ina case of pyelitis 
C. tropicalis was identified. (4) C. parakrusei was 
found in non-specific lesions, probably as a result of 
contamination. (5) C. chalmersii, which is _ rarely 
found in man, was isolated from tonsils, where its 
presence was probably due to secondary contamination 
from food. Some of the strains of C. albicans which 
produced both rough and smooth colonies behaved 
differently in rabbits. The smooth variety was more 


toxic and killed the rabbit, but the rough produced only 
F. Duran-Jorda 


a slight congestion of the kidneys. 
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461. Anti-anaphylaxis—a Phenomenon of Tissue De- 
cholinization. (Ce qu’on appelle anti-anaphylaxie est un 
phénoméne de décholinisation tissulaire) 

D. DANIELOPOLU and I. BRUCKNER. Revue d’ Immunologie 
et de Thérapie Antimicrobienne [Rev. Immunol.] 10, 119- 
124, 1946. 2 figs., 1 ref. 


Guinea-pigs were sensitized to horse serum and to 
white of egg by subcutaneous injection of 3 ml. of each 
antigen on three occasions at 24-hour intervals; 20 days 
afterwards their isolated intestines were used for anaphy- 
lactic experiments. It was found that some degree of 
contraction was produced by any antigen, but that horse 
serum and white of egg were effective in relatively 
minute amounts. Isolated intestine was then treated 
with horse serum, washed, and re-treated with horse 

_ serum until no further anaphylactic contraction occurred; 
treatment with white of egg produced no contraction. 
After washing, the intestine was treated with acetyl- 
choline (100 yg.). Subsequent treatment with either 
horse serum or white of egg produced anaplhiylactic 
contraction. The series of events could then be repeated. 

The authors explain these findings by supposing that, 
though immunity is specific, sensitization is not. Injec- 
tion of antigen leads to non-specific production of 
acetylcholine, which in turn stimulates the production of 
globulin, which coming into contact with the antigen 
develops its specific neutralizing power. The immune 
globulin is deposited in cells, where it becomes bound to 
choline. When the antigen is injected into the sensitized 


animal, or is added to the bath containing its isolated 
intestine, the part of the antigen not neutralized by 
intravascular antibody combines with the antibody and 


complement in the cells, and choline is set free as acetyl- 
choline, which produces anaphylactic shock. Conse- 
quently when acetylcholine is added to the desensitized 
intestine, it first produces anaphylactic contraction, and 
is then converted into choline by cholinesterase in the 
cells; the choline is stored in the cells linked to antibody, 
to be reconverted into acetylcholine when antigen is 
added and thus cause anaphylactic shock. 

Anaphylaxis could therefore be prevented either by 
decholinization of the tissues or by rendering end-organs 
insensitive to acetylcholine. Since the first is hardly 
practicable, the use of atropine sulphate is recommended 
(1 to 3 intravenous injections of 0-5 mg. before the injec- 
tion likely to cause shock) to suppress the response of the 
end-organs to acetylcholine. C. L. Oakley 


462. Complement and Opsonic Activities of Fresh 
Human Sera 

E. E. Ecker and G. Lopez-Castro. Journal of Im- 
munology [J. Immunol.] 55, 169-181, Feb., 1947. 41 refs. 


This paper is a report from the Institute of Pathology, 
Western Reserve University and University Hospitals, 
Cleveland, Ohio, of a study of the opsonic power of 
fresh human serum with regard to its complement 
activity and the mode of operation of the components 
of this complement. The methods used are described in 
an earlier paper (J. Immunol., 1942, 43, 227). 

The results of the experiments described in the present 
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paper provide evidence that the normal opsonin of human 
serum against the test organism Micrococcus candidus is 
identical with a combination of three (C’1, C’2, and C’4) 


-of the four components of complement necessary for its 


haemolytic and bactericidal activities. This conclusion 
is supported by the demonstration of the parallel relation- 
ship existing between the lability of the human serum 
opsonin to temperature, ageing, and action of chemical 
agents and adsorbents and the lability of its complement. 
Further, the removal or inactivation of either C’1, C’2, 
or C’4 from the serum results in a loss of opsonic activity 
concomitant with a loss of haemolytic activity, and the 
addition of the missing component to the inactivated 
serum, or fraction thereof, results in a recovery of the 
opsonic power together with a recovery of haemolytic 
activity. Thus component C’3, though necessary to- 
gether with the other three components of complement 
for haemolytic and bactericidal effects, is not necessary 
for opsonification. This fact serves to explain the lack 
of parallelism which may exist between the overall 
haemolytic titre of a serum and its opsonic power, as a 
deficiency of component C’3 in a serum, while reducing 
its haemolytic titre, would leave its opsonic power 
unimpaired. A. Henderson-Begg 


463. Nature and Purification of Antitoxins. (Nature 
et purification des antitoxines) 

G. SANDOR. Revue d’Immunologie et de Thérapie Anti- 
microbienne [Rev. Immunol.] 10, 148-157, 1946. 36 refs, 


From a study of the effects of pepsin at pH 3-4 on 
antitoxic sera, and the effects of heating and of adsorbents 
on the products of digestion, the author concludes that 
antitoxin differs from the other serum proteins in being 
resistant to the denaturation produced in them by the 
joint action of heat, acidification, and pepsin. Normally, 
he claims, serum proteins readily form complexes with 
one another, but the antitoxin is so altered by the pepsin 
treatment that it is no longer capable of forming complexes 
with the remaining denatured serum proteins, and is in 
consequence less adsorbable on, for example, calcium 
phosphate after pepsin treatment. Antitoxin therefore 
differs considerably from other serum proteins, and 
appears to resemble them only because it is associated 
with large amounts of non-antitoxic material possessing 
very similar physical properties; this suggests that the 
real response to immunization is the production of large 
amounts of globulin, whose antitoxic properties are an 
accidental characteristic of part only of the globulin 
produced. C. L. Oakley 


464. Physical Characters and Origin of Antibodies. 
(Caractéres physiques, nature et origine des anticorps) 

G. SANDOR. Revue d’Immunologie et de Thérapie Anti- 
microbienne [Rev. Immunol.] 10, 158-165, 1946. 18 refs. 


From a consideration of the distribution in the globulin — 
fraction of serum of antibacterial antibodies, agglutinins, 
isoagglutinins, precipitins, and antitoxins, the author 
derives support for his view that antitoxins differ markedly 
from other serum proteins, and are not really related to 
proteins normally present in the serum. 

C. L. Oakley 
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465. Effect of Certain Social Conditions on the Health 
of School-Children 

E. R. Branssy, J. L. Burn, H. E. MaGee, and D. M. 
MacKecknigz. British Medical Journal [Brit. med. J.} 
2, 767-769, Nov. 23, 1946. 3 refs. 


This article reports the results of an investigation into 
the physical condition of 2,945 school-children in 
Salford, 5 to 14 years of age, in relation to their home 
conditions, economic circumstances, and the number of 
children at home. Rate of growth over a period of 1 
year (height and weight gain) is also given in relation to 
the same three factors. Absence from school, and the 
reasons for it were studied in both Salford and Stoke-on- 
Trent. Similar data for 82 boys evacuated from Salford 
and living in a country camp school are given. In the 
clinical examination, which though not complete, was 
comprehensive, attention was paid to a large number of 
unhealthy surface conditions (skin and mucosa). The 
teeth were also carefully examined. One unexpected 
finding was that transverse ridging of the nails, hitherto 
accepted as a mark of malnutrition, was less often seen in 
children living in bad social conditions. 

The results, which are given in 6 tables, showed better 
figures for height and weight in all children from good 
home and economic conditions or belonging to smaller 
families. With regard to gains in height and in weight, 
this all-over advantage in children from good social 
conditions was not so marked. Thus in good economic 
conditions the growth of children was better in boys and 
girls in all age-groups: but there was no consistent dif- 
ference between weight gains except for boys and girls 
of 11 years in good economic conditions. Where home 
conditions were good the gain in height was not better 
than it was in poor home conditions; but the weight 
increase was greater in 5 out of 6 groups with good 
homes. 

With regard to absenteeism, results are given as days of 
absence per child, due to various causes, for boys and 
girls, and in 3 age-groups. Absenteeism was greater 
in the young than in the older children, and this was 
partly accounted for by the greater incidence of infectious 
disease and respiratory illness in the young. The absence 
tate was a little higher in the girls. It was a good deal 
higher all over in Salford than in Stoke-on-Trent; and 
both towns showed a much higher rate than the camp 
school. The size of family did not affect the absence 
rate, but absenteeism was greater when the home condi- 
tions were bad. C. McNeil 


466. Blood Pressure of Normal Girls from Three to 
Sixteen Years of Age 

M. E. DowninG. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 73, 293-316, March, 1947. 
7 figs., 26 refs. 


467. Clinical Ascariasis. An Analysis of Two Hundred 
and Two Cases 

J. C. SWARTZWELDER. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 72, 172-180, Aug., 1946, 
5 refs. 


Ascariasis occurs commonly in the metropolitan area 
of New Orleans. The author presents an analysis of 
data from case records of 202 patients with clini 
evident infection who were treated in hospital (sympto- 
matic and mild infections excluded) and in whom the 
parasitic infection was of primary significance. The 
infestation was commoner in children, 84% of patients 
being under 16 and 38% under 6 years of age, but the 
likelihood of occurrence in adults must not be forgot- 
ten. Although admission of white and negro patients 
were similar, only 30% of ascariasis cases considered were 
innegroes. Male and female patients were approximately 
equal in number. There was no significant variation in 
seasonal incidence, distribution by monthly admission 
being fairly uniform, probably since environmental 
conditions permit all-the-year-round infectivity of ova 


. in this area. The commonest symptoms in order of 


frequency were: abdominal pain or discomfort, passage 
of worms (by mouth, anus, or nose), vomiting, abdominal 
or epigastric tenderness, fever, constipation, abdominal 
distension, nausea, headache, diarrhoea, and respiratory 
complaints such as cough or cold; convulsions, asthmatic 
attacks, dyspnoea, pain in the chest; throat irritation, 
anorexia, loss of weight, weakness, malaise, restlessness, 
abdominal rigidity, a palpable abdominal mass, and 
dyspepsia also occurred but less frequently. Abdominal 
pain, the commonest symptom, was often sudden in 
onset and recurrent in nature; it was usually localized to 
the epigastric or umbilical region, but sometimes occurred 
in the right lower quadrant or was generalized. The 
duration of symptoms before admission to hospital 
varied from a few days to several years. Intestinal 
obstruction occurred in 18 cases, 2 of which followed 
treatment with santonin or carbon tetrachloride; these 
2, and 4 of the other cases, terminated fatally. Treat- 
ment was usually with hexylresorcinol or oil of cheno- 
podium. Tentative diagnoses (previous to stool examina- 
tion) included helminthiasis (35%), ascariasis (13%), 
chronic recurrent appendicitis (10°), infection of upper 
respiratory tract (5%), chronic or acute gastro-enteritis 
(5%), tuberculosis (3°), epilepsy (2°4), and a number of 
other findings in a few cases. The infections were, in 


general, heavy. Eosinophil counts were less than 3% in 


over half the cases. J. M. Watson 


468. The Prognosis of Mentally Retarded Children. [In 
English] 

T. RAMER. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 41, 1-142, 1946. 3 figs. 
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469. Large-scale Antidiphtheritic Inoculation in Sweden. 
(Erfarenheter av massympningar mot difteri i Sverige) 

H. Ericsson and B. Ericsson. Nordisk Medicin 
[Nord. Med.} 32, 2528-2532, Nov. 1, 1946. 3 figs., 8 refs. 


Political developments in 1943 suggested that Sweden 
might be invaded by refugees from the neighbouring 
countries, and steps were therefore taken to increase the 
resistance of the Swedish people to diphtheria by means 
of large-scale inoculation. For practical reasons, only 
single injections were given. It had been shown by 
Schick testing that the immunity they provided did not 


last more than 1 year, but it had also been found that © 


single injections caused a long-term improvement in the 
organism’s capacity to form its own antitoxins. Inocula- 
tion was not compulsory, but intensive propaganda met 
with an excellent response from the public, and the 
Central Medical Board received 989,000 claims for 
reimbursement in respect of inoculations—largely for 
children. 

In some parts of the country inoculation was repeated 
after one year, and the authors emphasize the importance 
of repeated inoculations to enhance the immunity 
of the population as a whole. No complications were 
encountered in children, but in some cases adults reacted 
strongly. It was found advisable to carry out a Schick 
test and a control with inactivated toxin on all adults and 
to eliminate those that reacted: violently. Intramuscu- 
lar injection increased the reaction and reduced the depot 
effect, 

The incidence of diphtheria, which had been rising 
since 1940, began to decline in 1945, and this decline has 
since continued. At its peak in 1944 the incidence was 
50 per 10,000 inhabitants, as compared with the 1919 
peak of 750 per 10,000. The actual effect of the large- 
scale inoculation is seen in the changed age distribution of 
the disease, which ceased to be a typical children’s 
illness. In 1944-5 50% of all patients were above 15 
years of age. The authors intimate that the increased 
incidence among adults was accompanied by an increase 
in mortality, but give no figures. Another indication of 
the effectiveness of inoculation is provided by a study of 
the clinical cases. One such analysis showed that, out of 
a total of 691 cases, 70 had been inoculated; in these the 
illness was almost always mild and there were no deaths. 
Among the non-inoculated 16-8°{ were serious cases and 
the mortality was 4-7%. A comparison of the incidence 
among inoculated and non-inoculated children shows that 
the ratio of incidence (ignoring mild cases) during the end 
of 1944 and the whole of 1945 was 4-2: 1, and the ratio 
of deaths 3-4:1. The authors refer to objections that 
inoculation increases the number of carriers, but express 
the view that infection is spread mainly by chronic 
carriers, whose numbers are not affected by inoculation, 
since they carry infection by virtue of the state of their 
mucous membranes rather than by virtue of their anti- 
toxicimmunity. Discussing Sweden’s future programme, 
the authors mention the need for improved material to 
permit passive immunization of infants through the 
mother. Attempts to produce such material are now 
commencing at the National Bacteriological Laboratory. 

B. Nordin 


470. Estivoautumnal (Plasmodium falciparum) 
Malaria. A Survey of Four Hundred and Ninety-three 
Cases of Infection with Plasmodium falciparum in 
Children 

N. H. Emnnorn and W. J. TOMLINSON. American 
Journal of Diseases of Children [Amer. J. Dis. Child.] 72, 
137-171, Aug., 1946. 2 figs., 22 refs. 


Malaria and helminthiasis are very common in children 
in the Isthmus of Panama. Several reports on helmin- 
thiasis have been published by Einhorn ef al. in the 
American Journal of Diseases of Children during 1944 and 
1945; the present paper deals with subtertian malaria 
(Plasmodium falciparum) in children living in the Canal 
Zone and other areas of the Isthmus. It consists mainly 
of statistical analyses relating to age, sex, and social 
condition of the children, associated diseases, symptoms 
and signs, laboratory findings, relapses, and treatment. 

The country has a tropical climate with a long wet 
season from May to December ‘inclusive, and malaria 
occurs throughout the year, varying in prevalence from 
year to year and being least prevalent, of course, in areas 
where thorough antimalarial measures are carried out. 
The three known mosquito carriers of malaria are 
Anopheles albimanus, A. tarsimaculatus, and A. pseudo- 
punctipennis, while A. bachmanni and A. punctimacula are 
regarded as potential carriers and are much less impor- 
tant. From July, 1939, to July, 1945, observations were 
made on the different forms of malaria in children 
admitted to the Gorgas Hospital, Ancon [Panama 
City], and Colon Hospital, Cristobal, Canal Zone; the 
present -account refers to 493 children suffering from 
subtertian malaria, 338 treated at Gorgas Hospital and 
155 at Colon Hospital during that period. The children 
were of white, negro, and mixed race (mestizo), aged 
from 3 months to 12 years, and the sexes were nearly 
equal in number; 76% were of mixed race, 19-5% negro, 
and 4:5% white. Subtertian malaria alone was present 
in 289 (58-6%) and was associated with helminthiasis in 
186 (37-7%). 

The onset of the disease was more often gradual than 
sudden; fever was present in 98-8%, rigors in 52°1%, and 
the maximum temperature ranged from 101° to 108-2° F. 
(38-3° to 42-3° C.) (cerebral malaria) in different cases, 
but was usually between 102° and 104° F. (38-9° and 
40° C.). The temperature curve was usually irregular; 
fever lasted from 4 to 36 hours. Delirium occurred in 
9-1%, convulsions in 8-3%, and coma in 49%. As most 
of the cases were treated soon after admission the course 
of the early stages could be observed in only 23 patients, 
and in these the temperature was irregular and more or 
less continuous. Cerebral malaria with delirium, 
convulsions, and coma occurred in 32 children, the algid 
form in 7 [the intensity of the blood infection in these 
cerebral and algid cases is not mentioned]. The spleen 
was not palpable in primary and probably primary 
infections (224 cases), but was palpable in 83-3% [the 
table shows 201, or 75%] of the 268 recurrent cases, and 
extended to the umbilicus or beyond in 101. Relapses 
tould not be distinguished from reinfections in 110 of the 
120 children in whom recurrence occurred within a year 
after treatment. There were few complications; one 
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boy, aged 8 years, had a maniacal attack 24 hours after 
discharge from hospital, where he had received 1-5 g. of 
mepacrine hydrochloride in 7 days. There were 12 
deaths. 

The drugs used in treatment were mepacrine hydro- 
chloride, quinine, and pamaquin naphthoate. Nine 
children who lived where reinfection could be practically 
excluded relapsed after adequate treatment. Quinine 
was given daily in various doses for 7 days to 108 children; 
gametocytes developed in 4. Mepacrine hydrochloride 
was given daily for 7 days to 385 patients; in 12 cases 
plasmodia persisted and quinine was substituted [results 
not stated]. Pamaquin naphthoate was given in 73 cases 
where gametocytes remained after treatment with the 
other drugs; it was usually given on 5 successive days or 
until the gametocytes disappeared; these persisted for 
from 3 to 12 days after this treatment was begun. Pama- 
quin caused no toxic symptoms. Quinine and mepacrine 
hydrochloride had about equal effects as regards the 
duration of fever and the persistence of parasites in the 
blood. The dosage of mepacrine is discussed in relation 
to body-weight and age, and the authors think that dosage 
should be based upon weight rather than age. There 
are 9 tables and 2 charts. J. F. Corson 


471. Final Observations on Congenital Defects in Infants 
following Infectious Diseases during Pregnancy, with 
Special Reference to Rubella 

C. Swan, A. L. Tostevin, and G. H. B. Black. Medical 
Journal of Australia [Med. J. Aust.] 2, 889-908, Dec. 28, 
1946. 32 refs. 


This paper records the results of a second study of 2 
earlier series of cases of congenital defect in infants 
subsequent to maternal rubella in pregnancy and of 
the study of a fourth series of cases, and summarizes 
the results of the South Australian investigations carried 
out during the last 5 years. A table gives an analysis 
of the data obtained on re-examination of 61 children 
whose mothers had suffered from rubella in pregnancy. 
Details of the congenital defects present and of the 
physical development of these children are shown. 
Another table gives an analysis of type and period of 
onset of infectious disease during pregnancy and of the 
congenital defects in 25 infants born subsequently. The 
summary is based on the present and earlier papers. 
This records the congenital abnormalities found following 
rubella, morbilli, mumps, varicella, herpes zoster, 
scarlet fever, and influenza during pregnancy. Out of 
154 infants whose mothers suffered from one or more of 
the above-mentioned diseases, 119 showed congenital 
malformations. In 3 further cases, congenital malforma- 
tions occurred in the offspring in the absence of a history 
of maternal infection during pregnancy. These findings 
are discussed in detail. In this series only 3 out of 62 
babies whose mothers had had rubella in the first 2 
months of pregnancy were free from congenital abnor- 
malities. Thus it is possible that rubella in early preg- 
nancy is not invariably followed by congenital defects 
in the baby. Fox and Bortin have reported on an 
epidemic of rubella in Milwaukee during 1942-4. Eleven 
women suffered from the disease in the first 4 months of 


pregnancy. One mother was delivered of a stillbom 
hydrocephalic infant, and with one doubtful excepti 

in all of the remaining instances the babies born syb. 
sequently were normal. These diametrically opposed 
American findings may have been due to an error in 
diagnosis or to an alteration in virulence of the virys, 
No conclusive evidence is yet available with regard to the 
effect on the foetus of other infectious diseases during 
pregnancy. Jas. Smellie 


472. Results of Inoculation of Children against Scarlet 
Fever in Bohemia and Moravia. (Erfahrungen bei gegen 
Scharlach schutzgeimpften Jugendlichen in Béhmen 
und Mahren) 

F. LANG. Wiener Medizinische Wochenschrift (Wien, 
med. Wschr.} 96, 429-430, Nov. 1, 1946. 5 refs. 


In 1944, in the youth camps of Bohemia and Moravia, 


all the children were inoculated against scarlet fever - 


except those inoculated elsewhere within the last 2 years 
and those who had had the disease. In 69 camps there 
were 14,210 boys and 10,242 girls between 10 and 17 
years old. Of these 70% had been inoculated in 1944, 
The vaccines used were “ scarlatox”’ and a combined 
diphtheria-scarlet fever vaccine. Scarlet fever attacked 
128 boys (0-9%) and 185 girls (1-8%). There was no sex 
difference in the type of disease. Of the patients 196 
(62:6%) were inoculated and 117 (37:4%) were not. 

Complications were seen in 9 inoculated cases (4°5%) 
and 3 (2:5%) others. There were no deaths. The 
percentage of severe cases was twice as high in the inocu- 
lated as in the others. The percentage of complicated 
cases among those who had had the combined vaccine 
was more than twice that of the “ scarlatox ”’ patients. 
Of those who later suffered from scarlet fever, 8 (49%) had 
reactions after their inoculation. 

It is concluded that through the population acquiring 
natural immunity in previous years infection was mild 
and the number of cases small. The peak of morbidity 
was between 12 and 14 years of age: the lowest incidence 
was at 10 and 16 years of age; at 17 the curve rose again. 
There was no sex difference. Thus inoculation not only 
does not prevent scarlet fever but even increases the likeli- 
hood of a severe attack. B. Baneth 


473. Clinical Immunity in Poliomyelitis 

E. M. BrinGce, G. H. CLARKE, and D. ABBE. American 
Journal of Diseases of Children [Amer. J. Dis. Child.] 72, 
501-509, Nov., 1946. 17 refs. 


It is common teaching that an attack of poliomyelitis 
confers immunity and that an adult population tends to 
be immune, antibodies being detectable in the blood ina 
large proportion of subjects. Second attacks do, 
however, occur. Thirty-one cases have been found in 
the literature by these authors, and 6 have occurred in and 
around Buffalo during an intense epidemic in the summer 
of 1944, when about 1,100 cases of the disease were 
diagnosed. Histories are given of the 6 cases, and 3 are 
shown to have had some degree of paralysis with both 
attacks. It is noted, however, that the diagnosis is not 
easily proved, and that changes in the cerebrospinal 
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fluid may not occur even in severe forms of the disease. 
During the previous 20 years 1,151 non-fatal cases 
of poliomyelitis had been reported. In view of the 
fact that second attacks might occur in abortive forms, 
the authors studied 168 persons who had had polio- 
myelitis within 20 years, and of whom 77 had been in 
affected neighbourhoods. Of the 77, 17% developed 
symptoms suggestive of the disease: fever, vomiting, 
sometimes sore throat or meningeal signs with transient 
weakness or muscular spasm. Also, during the epidemic 
a parallel and intense outbreak of minor illnesses similar 
to mild poliomyelitis occurred. In less exposed persons 
no illness of this character was reported. 

This study taken in conjunction with other observa- 


‘tions, suggests that significant immunity to poliomyelitis 


may not occur, and a similar deduction has been made 
from work on animals. The authors suggest, therefore, 
that the cyclic occurrence of epidemics and the relative 
rarity of the disease amongst adults may be due more to 
the injection of a virulent virus into a community than 
to an increase in the number of young susceptible people, 
and that it appears inadvisable to rely on acquired 
immunity in managing cases or epidemics of polio- 
myelitis. Beryl Twyman 


474. The Detection of Susceptibility to Whooping Cough. 
I. Institutional Experiences with the Pertussis Agglutinogen 
as Skin Test Reagent 

H. M. and E. W. Fiosporr. Journal of 
Pediatrics [J. Pediat.] 29, 677-686, Dec., 1946. 12 refs. 


475. The Detection of Susceptibility to Whooping Cough. 
II. Clinical Standardization of the Diagnostic Skin Test 
Reagent and its Use in Institutional and in Private Practice 
H. M. FEetton, J. SMOLENS, and S. Mupp. Journal of 
Pediatrics [J. Pediat.] 29, 687-695, Dec., 1946. 9 refs. 


The authors have investigated the reaction of patients 
to intradermal injections of pertussis agglutinogen. 
They report clinical results of the injection as a test for 
susceptibility and also its value in epidemic control in 
institutions, Standardization of the agglutinogen is 
based on assay by adsorption of agglutinins from 
immune serum. One unit contains approximately 
2 to 3 wg. of solids and the test dose is 10 units in 0-1 ml. 
of normal saline. Reactions were present half an hour 
after injection and remained at 24 hours, disappearing 
in 36 to 48 hours. No reaction occurred in babies aged 
6 to 12 months in the absence of a history of whooping- 
cough or of immunization, such cases being used as 
controls. Reactions were checked by serum agglutina- 
tion against phase I Haemophilus pertussis before and 
after the skin test, and a rise of titre following the test 
was demonstrated. 

Reactions were graded by diameter of induration with 
or without erythema measured at 30 minutes or 24 
hours, or both; 20 mm. or more is called positive 
immune (P.I.), 10 to 20 mm. is called weak positive 
immune (W.P.I.). In negative susceptibles (N.S.) there 
is no reaction, or less than 10 mm., at 30 minutes and 


' 24 hours. Of 2,000 individuals tested in 4 years, 3 who 


gave atypical large reactions reacted similarly to horse 
serum. Material from bacteria grown on human blood 
caused no atypical reactions. Test results agreed with 
accurately known histories. 

Of the 3 institutions studied, the first housed 76 
crippled children between the ages of 4 and 14 years. A 
whooping-cough epidemic was in progress. Secondary 
cases were confined to N.S. and W.P.I. reactors. Skin 
tests were performed at the beginning of the study and 
3 months later, and agglutination titre estimated at 1, 
3, and 10 months after. At the first test agglutinations 
were absent in 12 of 13 N.S., 5 of 12 P.I., and 6 of 12 
W.P.I. reactors, titres in the others ranging from 1: 20 
to 1:640. At the 10-months test only 2 of 36 tested 
lacked agglutinins, and titres in 21 were 1: 1,280 or over. 
The second skin test at 3 months showed that 8 N.S. 
had changed to W.P.I., 1 to P.I., and 4 remained N.S. 
These changes in reaction and in agglutinin titre 
might follow the skin-test antigen or the presence of 
whooping-cough or both. In the second institution—a 
home for 60 children with heart disease—where there was 
no pertussis, agglutinins were present in 19 of 25 P.I. and 
in 15 of 18 W.P.I. tested. In both 3-months and 10- 
months tests agglutinin titres were greatly raised. The 
skin antigen alone seemed capable of bringing this about. 
In the third institution 43 children were tested after one 
case had been reported. The 5 secondary cases were all 
among the N.S. group. 

The test gives a true index of susceptibility and increases 
any existing immunity. Agglutinogen may have a place 
in primary inoculation. It cannot help early diagnosis 
owing to the close correlation between skin-test reaction 
and production of a detectable antibody early in the 
disease. 

In the second paper the test results with acid-extracted 
agglutinogen from phase I Haemophilus pertussis are 
compared with the original sonic-extracted material. 
Reactions were absent in babies tested at ages from 6 to 
12 months, but in known immunes were all much larger 
than with equivalent amounts of the original reagent. 
A smaller dose gives a clear reaction readable at 24 hours, 
but the antigenic activity is less. An epidemic of whoop- 
ing cough in a residential school for deaf children gave a 
good opportunity for using the test. Susceptible children 
were sent home, and the 4 cases were left in the school 
with the immune children, none of whom contracted the 
disease. New admissions are now tested and susceptibles 
immunized with standard phase I vaccine. There has 
not been a case of whooping-cough since January, 1943. 

The agglutinogen skin test was finally compared with 
the toxin test for antitoxic antibodies prepared by Strean. 
Vaccinated children found immune by the former gave a 
reaction indicating susceptibility to the toxin. This is 
considered to result from the presence of agglutinogen 
in the toxin. Reference is made to other workers who 
found these unexpected results even when the toxin had 
been destroyed by heat. With the acid-extracted 
agglutinogen the immune reaction consists of an area of 
induration and erythema 1 sq. cm. or more in diameter, 
present at 24 hours. Less reaction or none indicates 
susceptibility. A. W. Franklin 
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Medicine 
476. Severe Allergic Reactions to Penicillin 
T. H. MENDELL and P. H. Prose. American Journal of 


the Medical Sciences [Amer. J. med. Sci.] 212, 541-545, 
Nov., 1946. 8 refs. 


Although one of the most remarkable qualities of 
penicillin as a therapeutic agent is the lack of unpleasant 
or dangerous reactions, there is, however, a small group 
of patients who react severely or even alarmingly and in 
whom discontinuance of the drug is essential. The 
authors state that of 5,000 patients treated with penicillin 
6 (0-12%) reacted so severely that it was necessary to 
discontinue the drug regardless of other considerations. 
There were 4 examples of drug allergy and 2 of a delayed 
reaction which simulated serum sickness. In an attempt 
to determine the immunological nature of these reactions 
intracutaneous, conjunctival, patch, passive transfer, and 
precipitin tests were performed. Among the reactions 
which occurred in this series were: (1) an intense flexural 
erythemato-vesicular rash with a blood eosinophilia of 
8%; (2) a generalized erythema with marked swelling 
of the hands and feet and a 13% eosinophilia; (3) a 
severe erythemato-vesicular eruption over the entire body 
with marked oedema of the face and genitals, the 
scrotum being covered with large vesicles which exuded 
clear serum, and an eosinophilia of 32%; (4) severe 
generalized urticaria gigantosa with pain and swelling of 
ankles and knees and dyspnoea with wheezing rales 
which disappeared after administration of adrenaline 
hypodermically. 

Of the 4 allergic cases, all satisfied the criteria of true 
drug allergy—namely, negative passive transfer and 
precipitin tests (these reactors do not produce antibodies 
in their sera, as drug allergens are not antigens), positive 
skin tests, and further reaction on re-administration of 
the drug. As commercial penicillin containing approxi- 
mately 35% impurities was used, no conclusions could be 
reached whether the allergen was contained in the 
penicillin or in the impurities. The authors are careful 
to point out that with only 012% of severe reactions the 
determination of penicillin sensitivity before administra- 
tion with tests of doubtful reliability is of practically no 
value. S. Oram 


477. Serological Demonstration of the Specific Anti- 
body in Allergic Diseases. (Der serologische Nachweis 
des Antikérpers bei allergischen Krankheiten) 

W. FROHLICH. Wiener Klinische Wochenschrift [Wien. 
klin. Wschr.) 58, 616-617, Oct. 18, 1946. 13 refs. 


‘Many attempts have been made to demonstrate specific 
antibodies in the serum in allergic diseases. Gyérgy, 
Moro, and Witebsky reported, in 1931, successful 
complement-fixation tests in eczematous children sensi- 
tive to egg white. They achieved this with high dilutions 
of antigen. Complement fixation was also obtained 


: General 


with rabbits’ sera which precipitated egg white and with 
the serum of artificially sensitized children in lesser 
dilution. Several authors assumed the existence of 
two different antibodies. Schmidt contrasted anaphy- 
lactic and allergic antibodies. 

Technically these results can be obtained only with 
active serum, and the best results are yielded by Neter’s 
method. Szodoray and Gyérgy obtained complement 
fixation with chemical substances. The antibodies for 
fish, yeast, and linseed were demonstrated. Albus 
showed their existence in hay-fever patients’ serum, and 
the author has often found antibodies in patients sensitive 
to strawberries and primulae. The serum of allergic 
patients gives non-specific complement fixation with 
nickel salts as well as with neoarsphenamine. The 
method of demonstration of antibody by complement 
fixation often succeeds, but the results are inconstant 
and the test requires great care. The author has used a 
flocculation reaction in testing for antibodies, and this 
may succeed in cases of hypersensitivity to plants in 
spite of a negative complement-fixation test. Various 


methods have been used to obtain clearer end-points, 
such as viscosimetry and cataphoresis. Marrack showed 
that after addition of an azo-dye to an atoxyl antiserum, 
only one-sixth of the dye remained dialysable. The 
author succeeded, in cases of susceptibility to “* rutonal ” 
(phenylmethylbarbituric acid) in showing the presence 


of a specific antibody. In neoarsphenamine sensitivity 
the author demonstrated antibody formation by a simple 
method. Active serum diluted to 1 in 4 was mixed with 
0-1 ml. of neoarsphenamine solution 500 times diluted 
and incubated some hours at 37° C. The protein is 
precipitated and the arsenic content of the filtrate is 
determined. The serum of patients with neoarsphen- 
amine dermatitis fixes a measurable quantity of arsenic 
by adsorption to protein, whereas the sera of normal 
persons fix a very small amount. 

These methods should be applicable to all antigens 
which are in any sense of the word chemical, and will 
probably help in investigating the quantitative relations 
of the antigen-antibody reaction. The known sero- 
logical methods do not apply to all combinations of 
antigen with antibody, but more refined methods will 
probably bring to light a succession of unknown sero- 
logical reactions useful in the diagnosis of allergic 
diseases. Mary Edwards 


478. Histamine Antagonists. IV. Pyridil-N’benzyl- 
N-dimethylethylenediamine (Pyribenzamine) in Sympto- 
matic Treatment of Allergic Manifestations 

S. M. FemnserG and S. FRIEDLAENDER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 213, 
58-60, Jan., 1947. 17 refs. 
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DISORDERS OF METABOLISM 


479. Allergic Parotitis 


G. L. Watpsotr and J. J. SHea. Journal of Allergy 
[J. Allergy] 18, 51-54, Jan., 1947. 1 fig., 12 refs. 


Three cases of recurrent swelling of the parotid glands 
associated with asthma are recorded. In two cases the 
swelling habitually preceded attacks of asthma; in the 
third case the swellings had been present periodically 
for some years before asthma developed. In all three 
cases swelling was preceded by the consumption of 
certain foods, and elimination of these from the diet 
prevented the attacks. In two cases saliva expelled from 
Stensen’s ducts during attacks contained eosinophils. 

Bruce Pearson 


480. The Effect of beta-Dimethylaminoethyl-benz- 
hydryl-ether-hydrochloride on the Histamine Threshold of 
Human Skin 

M. B. Coren, H. J. FRIEDMAN, J. ZoNiIs, M. BURKE, and 
L. E. ABRAM. Journal of Allergy [J. Allergy] 18, 32-35, 
Jan., 1947. 3 refs. 


The authors, working in the Asthma and Hay Fever 
Clinic at Cleveland, Ohio, have devised tests to determine 
the effect of ** benadryl’ upon the histamine threshold 
of the human skin. The minimal dilution of histamine 
required to produce a wheal on the forearm was first 
found. The drug was introduced by iontophoresis 
with a non-irritating current of standard strength. The 
test was repeated after 50 mg. of benadryl had been 
taken three times daily for one week. The control tests 
showed that reactions were produced by 1 : 6,400,000 or 
1 : 3,200,000 histamine acid phosphate solution, whereas 
after benadryl all cases showed diminished sensitivity, the 
majority giving a minimal reaction to 1 : 800,000 dilu- 
tion. Similar tests carried out at intervals after a single 
dose of 50 mg. of benadryl by mouth showed that the 
anti-histamine effect began in less than 30 minutes and 
persisted for at least 34 hours. Local implantation of 
benadryl caused a diminished sensitivity to histamine in 
this area. Bruce Pearson 


481. Studies in Food Allergy. V. Antigenic Relation- 
ship among Members of Fish Family 

L. Turt and G. I. BLumstein. Journal of Allergy [J. 
Allergy] 17, 329-339, Nov., 1946. 6 figs., 1 ref. 


One of the criticisms of skin tests has been that there 
may be positive reactions to foods which the patient has 
never eaten. The following experiments show that a 
common antigen, multiple rather than single, exists 
throughout various members of the true fish family. 
This serves to explain how such positive skin tests and 
clinical sensitivity may occur. 

Direct intracutaneous skin tests and passive transfer 
tests were performed on 6 fish-sensitive patients to 
11 species of fish (shark, skate, sturgeon, carp, codfish, 
flounder, shad, salmon, bluefish, black bass, and yellow 
perch). Each species was chosen as a representative of 
each of the fish families. To avoid generalized reactions 
direct testing was done with extracts diluted to contain 
0-1 mg. of nitrogen per ml., and only one test was made at 
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each visit. The passive transfer testing was carried out 
with concentrated extracts. Passively sensitized sites 
were then neutralized to a particular fish antigen, retested 
to confirm this, and after 48-hour intervals, tested succes- 
sively with the antigens of all the other members of the 
fish family. Finally, to show that it was not refractory, 
the site was tested with a completely unrelated antigen 
to which the patient was sensitive (ragweed). This was 
done with each fish extract studied. The same procedure 
was repeated except that the neutralization was done in 
vitro, the serum and the antigen béing mixed in a pro- 
portion of 2 : 1, allowed to stand at room temperature 
for 1 hour and in the refrigerator overnight. The passive 
transfer sites were prepared on the following day and 
were then tested as before. Similar experiments were 
performed with extracts of fish roes and their parent 
substances (sturgeon and chad being used for these 
experiments). 

The results of the direct and passive transfer tests 
showed that a fish-sensitive patient reacting to the anti- 


- gen of one member of the fish family would invariably 


react to the antigens of all the members of the entire order, 
although with varying intensity. The neutralization 
tests, both in vivo and in vitro, showed a distinct difference 
between edible and non-edible fish. The antibodies of 
non-edible fish were neutralized by the antigens of edible 
fish, but the antibodies of edible fish were not neutralized, 
or only partially, by the antigens of non-edible fish. 
Similarly, the antibody of fish roe was neutralized by its 


parent substance, but the roe antigen was incapable of 


neutralizing the parent fish antibody. 

Clinically, several patients developed urticaria and 
asthma following the ingestion of fish which they had not 
previously eaten, but to which, of course, they had positive 
skin tests. All patients sensitive to true fish but giving 
negative reactions to the mollusca and crustacea were 
able to eat shell fish with impunity. Exposure to fish 
odours was shown to be followed by reactions. 

D. A. Williams 
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482. Protein Metabolism in Relation to Disease. 
H. P. Himswortu. Proceedings of the Royal Society 
of Medicine {Proc. R. Soc. Med.| 40, 27-34, Nov., 1946. 
55 refs. 


This review begins by outlining the newer conceptions 
of the fluidity of the protein components of the body. 
The proteins of the tissues are not stable and fixed, but 
are able rapidly to incorporate into themselves the amino- 
acids derived from the food. They give up some of their 
own substance when the body is undergoing starvation 
(that is, in negative nitrogen balance) and are restored 
during a time of positive nitrogen balance. 

The requirements of protein depend on their biological 
value. Nevertheless, although the lack of one or more 
essential amino-acids may mean that one protein is of 
low biological value, a mixture of two or more of such 
proteins very easily may be, and often is, of high bio- 
logical value, since the amino-acids deficient in the 
one protein may be made up by a greater quantity of the 
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same amino-acids in another. The recommended daily 
allowance is 1 g. per kilo of body weight for a normal 
healthy adult, though it is possible to live in apparent 
health, even during a prolonged experimental period, 
on levels of intake one-third or one-quarter of this. 
However, evidence derived from studies of peoples 
normally living on such low levels suggests that’ they 
result in poor physique and a greater general morbidity. 
Particularly is it necessary to ensure adequate intake of 
protein in conditions of physiological or pathological 
strain—growth, pregnancy, infection, or injury. The 
essential amino-acids are those which either are not 
synthesized at all by the body, or are synthesized at a 
lower rate than that at which they are utilized. They 
must therefore be given in the diet, and a dietary inade- 
quacy of any one of the ten essential amino-acids may be 
the limiting factor in the utilization of the remainder. 
Protein deficiency may be due to inadequate intake 
or absorption, or to excessive utilization or loss. In- 
adequate intake is a rare cause in Western countries, 
though it is common in the East. Inadequate absorption 
may occur from some gastro-intestinal condition such 
as diarrhoea; excessive utilization may occur in preg- 
nancy, fevers, or diseases such as diabetes mellitus; 
excessive loss may occur in diseases such as nephritis. 
Hypoproteinaemia may cause oedema, but other factors 
are also concerned and not all of them are understood. 
The reduction in the concentration of albumin is of more 
importance than that of globulin, which has a larger 


molecule and hence a smaller effect on the osmotic - 


pressure. Unless adequate water and salts are present, 
however, even a low plasma albumin will not result in 
oedema. And even if all these conditions are attained 
oedema does not necessarily develop, so that there are 
clearly still other factors concerned. Possibly a change 
in capillary permeability is one of these. There appears 
to be an equilibrium between plasma albumin and tissue 
protein. An increase or decrease of 1 g. of plasma 
albumin is accompanied by an increase or decrease of 
about 30 g. of tissue protein. This means that a fall in 
plasma albumin of 1 g. per 100 ml. in an average adult 
is of serious concern in that it implies a loss of more than 
1,000 g. of protein from the body. 

After injury or during fever there is a rapid breakdown 
of tissue proteins, as indicated by an increase in urinary 
nitrogen. This breakdown increases for between 2 and 
8 days and then gradually falls to normal over a period 
of a further 7 to 10 days; there follows a period of several 
weeks during which there is a positive nitrogen balance 
’ before nitrogen equilibrium is finally restored. During 
the early phase of this disturbed metabolism the loss of 
protein, which may amount to as much as 8 % of the total 
protein of the body, is far less or even absent if the pre- 
vious nutrition is poor. But once the injury occurs or the 
fever begins, it is possible only slightly to influence the 
early loss of nitrogen by varying the protein intake. It 
becomes increasingly possible, however, to promote 
nitrogen retention during the recovery period by in- 
creasing the protein intake. It has been suggested 
that the purpose of the great breakdown of protein is to 
provide certain important amino-acids, the remaining 
fragments of the protein molecule being unwanted and 
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hence metabolized. Though the import of these striking 
changes is not clear, it would seem logical to remedy 
any depletion of protein stores before a surgical opera. 
tion, to maintain reasonable levels of protein during a 
short illness or in the early part of a more prolonged one, 
and to provide as high a level of protein as possible— 
if necessary, by parenteral administration—during the 
later stages of a protracted illness. 

Since haemoglobin is a protein as well as an iron- 
containing compound, it is not surprising that anaemia 
may result from a deficiency of protein as well as of 
iron. It may also occur experimentally in animals 
deprived of individual amino-acids. There is growing 
evidence that protein deficiency, due to increased physio- 
logical demands in pregnancy ‘or increased protein 
breakdown after injury or infection, may be the cause 
of the clinical anaemias asSociated with these conditions, 

[For a discussion on protein metabolism in liver 
injury see Himsworth, Proc. R. Soc. Med., 1945, 38, 101] 

J. Yudkin 


483. Carbohydrate Metabolism in Obesity 
Z. GopLowski. Edinburgh Medical Journal {Edinb. med. 
J.) 53, 574-582, Oct., 1946. 5 figs., 15 refs. 


A dextrose tolerance test, with insulin (D.I.T.T.) and 
without insulin (D.T.T.), was carried out on 51 obese 
subjects and 5 normal persons. In normal subjects 
the D.I.T.T. gave much lower figures than the D.T.T., 
and over 4 hours the blood-sugar values did not fluctuate 
below 60 or above 120 mg.%. Of the 51 obese subjects 
34 showed normal sensitivity to insulin; 12 were hyper- 
sensitive and the D.I.T.T. curve fell below 60 mg.%, 
while the D.T.T. curve was normal; 5 showed hypo- 
sensitivity and the D.I.T.T. and D.T.T. curves were 
approximately similar. The duration of obesity appeared 
to affect the D.T.T. curve; there was a gradual deteriora- © 
tion in carbohydrate tolerance, although the figures still 
lay within the normal range. The D.I.T.T. curve was 
not affected by duration of obesity. Signs and symptoms 
of hypoglycaemia were observed, but apparent hypo- 
glycaemic symptoms were not always associated with 
hypoglycaemia. Signs and symptoms suggestive of 
hormonal disturbances were also seen. The possible 
significance of the various observations is discussed. 

A. C. Frazer 


484. Effect on Alkaptonuria of Carbohydrate and 
Protein Deficiency and of Injections of Liver and of B 
Vitamins. (Om inverkan pa alkaptonurien av _ kol- 
hydrat och Aggvitekarens samt av leverinjektioner och 
B-vitamin) 

C. EKELUND. Nordisk Medicin [Nord. Med.] 31, 
2215-2217, Sept. 27, 1946. 1 ref. 


The author reviews earlier literature on alkaptonuria, 
with special reference to the influence of alterations of 
protein and carbohydrate intake on homogentisic acid 
excretion and the ratio homogentisic acid : nitrogen in the 
urine. Discrepant results are described and the theo- 
retical basis is discussed. A report is given of obser- 
vations on an alkaptonuric aged 26. The homogentisic 
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acid : nitrogen ratio varied over an unusually wide 
range—from 27 to 66. Carbohydrate deficiency did 
not affect the homogentisic acid output or the ratio; 
neither did reduction in protein intake affect the ratio, 


‘although the homogentisic acid excretion was nearly 


halved. Earlier experiments on the influence of the B 
vitamins are reviewed. Injection of B vitamins or of, 
liver extract did not alter the homogentisic acid output 
or the ratio. E. F. McCarthy 


485. Studies of Vitamin Deficiency 

M. K. Horwitt, E. Liepert, O. KReISsSLER, and P. 
WITTMAN. 
1946. 


A preliminary report is presented on the results of 
controlled vitamin-deficiency tests done on 36 patients 
selected from the Elgin State Hospital, Illinois. The 
subjects were divided into two age groups—58 to 78 
years and 24 to 42 years—and were submitted to strict 
dietary control over a period of 3 years. Subgrouping 
of the experimental subjects was as follows: Subgroup A 
was given a diet of 2,200 calories, with thiamine only 
400 yg. [maintenance dose, 1 mg. of the crystalline 
product], riboflavine about 900 yg. [maintenance dose, 
2mg.] daily. Subgroup B had the same diet as A plus a 
daily supplement of 6 mg. thiamine and 1:3 mg. ribo-. 
flavine. Subgroup C had the regular hospital diet ad lib. 

The clinical effects of vitamin restriction noted in 
group A were minimal, but included at all ages a gradual 
slowing of cerebration, with languor and atrophic skin 
changes. Within 9 months of starting to take the 
restricted diet there appeared an unusual rise in the blood 
lactic and pyruvic acid levels. After 2 years all group B 
subjects, who had previously ingested diets supplemented 
with thiamine and riboflavine as yeast, were restricted 


_ to 200 xg. and 800 yg. of these respectively. The follow- 


ing results were subsequently noted. Within 3 months 
lactic and pyruvic acid blood levels were markedly 
increased, followed shortly afterwards by clear-cut 
clinical B, avitaminosis. Circulatory and vascular effects 
included non-pitting palpebral swelling and budding of 
the corneal vessels. Psychopathic disorders comprised 
inhibitory loss and paranoia. As nutritional deficiency 
advanced, vibration sense in the legs decreased. It was 
noted that those subjects who were earlier affected by 
the decreased vitamin intake presented symptoms of 
greater severity, especially with respect to the cardio- 
vascular system. The older age group generally was 
earlier and more severely affected than the younger. 
Yeast extract providing 6 mg. of supplementary thiamine 
added to the diet caused dramatic recovery, especially 
as regards the subjective fields of appetite, pain, and 
paraesthesiae; patellar reflexes returned quickly, although 
the Achilles tendon reflex was tardy; the lactic and 
pyruvic acid levels resumed their pre-deficiency figures. 
Arthur A. Bradley 


486. Hypometabolism. [In English] 

E. Kirk and S. A. KvorninGc. Acta Medica Scandina- 
vica [Acta med. scand.] Suppl. 184, 1-83, 1946. 5 figs., 
17 refs. 


Science [Science] 104, 407-408, Nov. 1, © 


487. The Effect of B Vitamins on Intestinal Absorption 
and Food Utilization. I. Studies in Rats on Diets 
Deficient in Certain B Vitamins and During Recovery from 
Such Diets 

T. L. ALTHAUSEN, J. J. Emer, and M. STocKHOLM. 
Gastroenterology [Gastroenterology] 7, 469-476, Oct., 
1946. 23 refs. 


Experiments in rats were undertaken to determine 
whether vitamin-B complex has any effect on intestinal 
absorption and the utilization of food. It was found that 
marked deficiency of the B complex interfered greatly 
with absorption of glucose, and loss of weight resulted. 
This finding was reversed at once when the vitamin was 
added to the diet. None of the individual components 
of the B complex could be proved to be solely responsible 
for the change, but thiamine chloride had more effect 
than the other components. It is concluded that the 
whole vitamin-B complex is required for food absorption 
and utilization, and that administration of it where there 
was previously a deficiency virtually augments the 
available food resources. The possible bearings of these 
experiments on the state of malnutrition in certain 
European and Asiatic peoples are indicated. 

J. W. McNee 


488. Canites and Alopecia in Children Associated with 
Avitaminosis. Preliminary Report 

A. P. CHAVARRIA, L. GOLDMAN, C. SAENZHERRERA, and 
E. CorDERO-CARVAJAL. Journal of the American Medical 
Association [J. Amer. med. Assoc. 132, 570-572, Nov. 9, 
1946. 5 figs., 6 refs. 


The authors draw attention to the familiar changes in 
children’s hair that accompany severe nutritional 
deficiencies—kwashiorkor, for example. In Costa Rica 
they have found a similar picture with loss of hair especi- 
ally in the frontal region, loss of pigment in the distal 
part of the hair, dryness of the hair and scalp, and a 
general lack of lustre in the hair which gives it a “ staring” 
appearance. Similar changes are not produced in adult 
hair by nutritional deficiencies. If the child survives the 
nutritional deficiency the condition of the hair is quickly 
restored by hospital diet. Attempts were made [in a 
** wholly uncontrolled ”’ fashion, as the authors themselves 
indicate] to accelerate the return to normal by supple- 
menting the diet with various fractions of the vitamin-B 
complex. It was thought that biotin had some effect, 
and additional studies are promised. J. W. Howie 


489. Review of Gout, 1939-1946 
L. C. Hitt. Annals of the Rheumatic Diseases (Ann. 
rheum. Dis.] 5, 171-176, Sept., 1946. 53 refs. 


Recent work on gout is concisely reviewed, with some 
comments by the author. This paper, though not 
suitable for further condensation, and the list of references 
should prove useful to those who have not had access to 
world literature during the war; it should be consulted in 
the original. K. Black 


Cardiovascular Diseases 


490. Ammi visnaga in the Treatment of the Anginal 
Syndrome 

G. V. Anrep, G. S. BARsouM, M. R. KeNAwy, and G. 
MisrAHy. British Heart Journal (Brit. Heart J.] 8, 171- 
177, Oct., 1946. 5 figs., 10 refs. 


The active principle of the plant Ammi visnaga, which 
grows in Arabia and the eastern Mediterranean, is 
khellin. This substance is a strong dilator of the 
coronary arteries. With the heart-lung preparation of 
a dog, it was found that an intravenous injection of 10 mg. 
increased the outflow of blood from the coronary vein 
from 40 to 120 ml. per minute. A dose of 1 mg. raised 
the coronary vein outflow from 33 to 50 ml. per minute. 
The minimal active concentration of khellin in the blood 
in the heart-lung preparation was found to be | in 
2,000,000. Large doses (40 to 50 mg.) caused a prolonged 
fall in blood pressure in the intact animal. In the whole 
dog 20 mg. raised the outflow from the coronary vein 
from 27 ml. per minute to 90. The blood pressure 
remained constant. The authors state that khellin acts 
on the smooth muscle fibres of the vessels, and that the 
coronary arteries are more sensitive to it than the systemic. 

The following preparations were given a clinical trial: 
(1) a liquid extract containing 40 mg. of khellin per ml.; 
(2) pills containing 25 mg.; (3) a solution containing 
60 mg. per ml. for intramuscular injection. Results in 
patients with angina were classified as follows: 


Response 


Grade of pain — —_ 
Moderate | Negative 
1 0 


i 
5 2 
7 3 


Total .. 


Patients given oral doses of 120 mg. daily responded 
well. The drug took 1 to 3 days to produce an effect. 
There was good response to injections of 90 to 120 mg. 
daily. The action of khellin was slower than that of 
amyl nitrite. The effect of injection lasted 24 to 36 
hours. Exercise tolerance increased after khellin, and 
changes in the electrocardiogram were less. Its action in 
coronary thrombosis could not be definitely assessed. 


There was no lowering of blood pressure or increase in . 


pulse rate. 

Khellin is an effective vasodilator with a selective 
action on the coronary vessels. Continuous treatment 
by the oral or intramuscular route gave favourable results 
in 35 out of 38 cases of angina of effort. T. East 


491. An Experimental Method for the Closure of Inter- 
auricular Septal Defects in Dogs 

R. CoHN. American Heart Journal [Amer. Heart J.) 33, 
453-457, April, 1947. 7 figs., 1 ref. 


492. The Electrocardiographic Effects of Prostigmin 
D. GOLDFINGER and P. H. WosikA. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 212, 418-422, 
Oct., 1946. 1 fig., 5 refs. 


The effect of prostigmin in the treatment of tachycardia 
of varied origin and character was studied in 42 patients, 
The patients were classified according to the clinical 
diagnosis and according to the electrocardiographic 
findings. The former included “ neurocirculatory 
asthenia ”, hyperthyroidism, alcoholism, allergy, hyper- 
tension, and coronary disease; among the latter were 
sinus tachycardia, ventricular tachycardia, auricular 
flutter and fibrillation, and bundle-branch block. Pros- 
tigmin (1 mg.) was given subcutaneously, and records 
(in lead II) were taken at intervals of 5 minutes. The 
maximum effect—a decrease of the heart rate by more 
than 20 beats per minute (62%) or by 10 to 20 beats 
(24%)—was usually observed after 20 minutes; at 25 
minutes the rate began to increase again, and this was 
more marked at 30 minutes. An increase of the heart 
rate after injection was never noted. There were some 
unpleasant side-effects of the drug—nausea, abdominal 
pain, twitching of eyelids, tightness of jaw muscles— 
lasting up to 2 hours, but not so severe as to require the 
administration of atropine. Oral administration of 
prostigmin bromide (15 mg.) was disappointing, in that 
the effect on the heart rate was less marked, while the 
side-effects prevented prolonged administration, and it 
was not possible, by oral administration of the drug, 
to maintain the lowered heart rate effected by injection. 
The best response was noted in the clinical group of 
neurocirculatory asthenia and in the electrocardiographic 
group of sinus tachycardia. In auricular flutter and 
fibrillation the ventricular rate decreased; in paroxysmal 
tachycardia one attack of supranodal origin was termi- 
nated 2 minutes after the injection when the patient 
vomited, but in a subsequent attack there was no res- 
ponse. The one case of ventricular tachycardia remained 
uneffected. The electrocardiographic changes, apart 
from the change in rate, do not appear to be of great 
significance; the records in lead II show some changes in 
the P waves and increase in the QRS complexes and T 
waves. Diagnostically the separation of T and P waves 
might be helpful. 

[The short duration of the effect, together with the 
unpleasant side-effects, suggests that the therapeutic use 
of prostigmin in tachycardia is of doubtful value] 

B. Samet 


493. The Cardiac Output in Man: Studies with the Low 
Frequency, Critically-Damped Ballistocardiograph, and 
the Method of Right Atrial Catheterization . 

J. L. Nickerson, J. V. WARREN, and E. S. BRANNON. 
Journal of Clinical Investigation [J. clin. Invest.] 26, 1-10, 
Jan., 1947. 7 figs., 7 refs. 
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CARDIOVASCULAR DISEASES 


494. Subacute Bacterial Endocarditis. A Report of 
Two Cases Successfully Treated with Penicillin 

B. F. Massett. New England Journal of Medicine 
[New Engl. J. Med.] 235, 605-608, Oct. 24, 1946. 15 
refs. 


The treatment at the House of the Good Samaritan, 
Boston, of two well-authenticated cases of subacute 
bacterial endocarditis due to Streptococcus viridans is 
described. The organism in the first case was highly 
sensitive to penicillin in vitro, growth being inhibited by 
0-02 unit per ml., and treatment was by 3-hourly intra- 
muscular injections for 24 days, the dosage being 0-3 
mega unit in 24 hours for the first 14 days and 0-1 mega 
unit a day for the rest of the period. Tender spots 
appeared on the fingers and toes for 3 months after 
cessation of treatment, but no clinical evidence of relapse 
occurred in 24 months’ observation and 44 sterile blood 
cultures were obtained. The second case was due to an 
organism relatively insensitive to penicillin in vitro,0-4 unit 
per ml. being necessary for inhibition of growth; treat- 
ment was planned to maintain a higher blood concentra- 
tion than this. For the first 8 days hourly intramuscular 
injections were given, the daily dose being gradually in- 
creased from 0-24 to 0-96 mega unit a day; this was 
followed by 6 days of constant intramuscular drip with 
a daily dosage of 0-6 mega unit for the first day and 0-96 
unit subsequently. The theoretical level in the blood of 
0-4 unit per ml. was not reached until the sixth day of 
treatment, but was then maintained except on the first 
day of continuous intramuscular drip. No clinical or 
bacteriological evidence of relapse occurred in 24 
months’ observation. 

{It is noteworthy that, in the second case, pyrexia 
ceased and the blood cultures became negative on the 
third day of treatment with a serum concentration of 
0:16 unit per ml., supporting Christie’s observation that 
in vitro resistance is not necessarily a guide to clinical 
response. The author questions the need for prolonged 
_ treatment in view of the cure after 14 days; 5 cures after 
10 days’ treatment are recorded by Christie (Lancet, 
1946, 1, 369.), though the percentage of cure was low 
with such periods of treatment.] J. W. Litchfield 


495. The Present Status of Penicillin in the Treatment of 
Subacute Bacterial Endocarditis 

H. E. RyKert. Canadian Medical Association Journal 
[Canad. med. ‘Ass. J.] 55, 543-547, Dec., 1946. 15 refs. 


Fifteen patients with subacute bacterial endocarditis 
treated with penicillin in the Toronto General Hospital 
are reported; in 5 the disease was clinically arrested, 5 
died of complications (nephritis, 1; emboli, 3; and 
congestive failure, 1), but in these the infective process 
was probably arrested, while in another 5 the treatment 
failed. In one of the failed cases the cause was probably 
an insensitive strain of streptococcus, but in the others 
it was difficult to determine the cause of failure. A 
daily dose of less than 200,000 units is likely to be inade- 
quate. If the response to this is unsatisfactory (blood 
cultures remaining positive, fever persisting) the dose 
should be increased to 500,000 units daily. There is 
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little to be gained by any increase above this dosage. 
The average duration of the disease in the clinically 
arrested cases was 8 weeks, compared with 23 weeks 
in the cases in which the treatment failed. Long dura- 
tion of the disease leads to deep location of the organisms 
in the vegetations. Either continuous intramuscular 
drip or interrupted injections are suitable. 
J. McMichael 


496. Premature Systoles Originating in the Sino- 
Auricular Node 

R. LANGENDORF and S. 8S. Mintz. British Heart Journal 
[Brit. Heart J.] 8, 178-180, Oct., 1946. 2 figs., 8 refs. 


A man aged 60 and a woman aged 80, the former 
with a P-R interval of 0-32 second and the latter with 
hypersensitive heart disease, were found to have paroxys- 
mal pulsus bigeminus. Electrocardiographs showed that 
the P waves associated with the premature beats were 
indistinguishable from those of the normal beats, and it 
is concluded that they represent examples of premature 
systoles arising in the sino-auricular node. 

[Such studies should include lead CR1.] Paul Wood 


497. The Esophageal Electrocardiogram in  Ar- 
rhythmias and Tachycardias 

C. BuTTeERWORTH and C. A. POINDEXTER. American 
Heart Journal [Amer. Heart J.] 32, 681-688, Dec., 1946. 
6 figs., 7 refs. 


This paper emphasizes the value of the oesophageal 
electrocardiogram in aiding accurate diagnosis in certain 
cases of tachycardia and arrhythmia. It is of special 
value in those abnormalities in which the P waves are 
difficult to identify accurately—as, for example, when the 
P wave is superimposed on the ventricular complex or 
when P-wave voltage is low. Illustrative electrocardio- 
grams are given. The construction and use of oesophageal 
electrodes are briefly described. R. T. Grant 


498. Transient Bundle-branch Block. (Bloqueo de 
rama transitorio) 

R. M. Suarez. Boletin de la Asociacién Médica de 
Puerto Rico [Bol. Asoc. méd. P. Rico] 38, 375-379, 
Sept., 1946. 3 figs., 2 refs. 


Bundle-branch block is said to be a sign of advanced 
cardiac disease, and the change in the electrocardio- 
gram to be due to anoxaemia of the conducting tissue. 
Most cases occur in aged people with arteriosclerosis, 
hypertension, narrow coronary arteries, or fibrosis of 
the bundle. In a series of 71 patients recorded in 1908 
the youngest was 38, but in 1946 Eichert reported a case 
of a man aged 26, without an organic heart lesion, who 
had a branch block when his pulse rose to 135 a minute, 
after exercise or atropine injection, but not if prostigmin 
had been given previously. The block always disap- 
peared when the pulse decreased to less than 104. 

The case reported here occurred in a white man of 57 
who had been thoroughly overhauled at least every 7 to 
8 months for 14 years. On these occasions he had 
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a physical, serological, and blood chemical examination; 
his urine, faeces, and cardiovascular function were 
examined; his basal metabolic rate was estimated and an 
electrocardiogram taken. At the age of 44 he weighed 
172 lb. (67-4 kg.). At 54, he complained of slight 
dyspnoea on effort; his weight was 183 lb. (82 kg.), 
his blood pressure 140/80, and an electrocardiogram was 
normal. In May, 1944, he had cystitis; examination of 
the prostate revealed nothing abnormal. In August, 
1945, he had no complaints, but his blood pressure was 
170/100 mm. Hg, and an electrocardiogram showed a 
block of the left bundle branch. His pulse rate was 100. 
Treatment included a diet low in calories and salt, a 
quiet life, less work, and large doses of vitamin A and 
aminophylline for 15 days, followed by organic iodine 
drops for the next 15 days. After 3 months the electro- 
cardiogram was unchanged, the pulse rate at rest was 107, 
and there was a systolic murmur over the third inter- 
costal space on the left side of the sternum; no clinical 
evidence of cardiovascular disease could be discovered. 
Ten months later the blood pressure was down to 128/70 
mm. Hg. An electrocardiogram, repeated on the next 
day, showed no block. 

An American cardiologist suggested that exercise, 
atropine, or amyl nitrite would probably bring on the 
block again, therefore exercise was tried. Only the first 
two ventricular cycles after exercise were abnormal, 
although the pulse was over 107. The author has never 
seen the report of a case with bundle-branch block 
persisting for months and disappearing later, and thinks 
that in this case there was a small organic lesion which 
healed. The block coincided with a rise in blood 
pressure and disappeared with its return to normal. 

B. Baneth 


499. Electrocardiographic Criteria of Bundle-branch 
Block and its Location. (Present Position of the Ques- 
tion.) (Les critéres électrocardiographiques du bloc de 
branche et de sa localisation. Etat actuel de la question) 
H. DENOLIN. Acta Cardiologica [Acta cardiol., Brux.] 1, 
44-68, 1946. 101 refs. 


This is a good review of the literature of bundle-branch 
block. The author considers that our present criteria for 
diagnosis of abnormalities of intraventricular conduction 
may ‘prove hazardous, and that the diagnosis of asyn- 
chronous contractions of the ventricles may prove 
particularly so. He points out that the duration of the 
QRS complex may be prolonged to over 0-1 second in 
healthy hearts, and the position of the heart in the chest 
and the electrical conductivity of the tissues adjacent to 
it may cause aberrations of the ventricular complex. 
This being so, he would prefer that electrocardiographs 
showing a QRS deflexion prolonged over 0-1 to 0-12 
second and followed by a T wave of opposite polarity 
should be judged diagnostic of a “‘ disturbance of intra- 
ventricular conduction”, and that the term “ bundle- 
branch block ” should not be used because it presupposes 
a pathological state of the ventricles which may not be 
otherwise demonstrable. He points out the need for 


further study of asynchronous contraction of the 
ventricles. 


H. E. Holling 
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500. Notes on the Similarity of QRS Complex Cop. 
figurations in the Wolff-Parkinson-White Syndrome 

G. E. Burcu and J. L. KIMBALL. American Heart 
Journal |Amer. Heart J.] 32, 560-570, Nov., 1946. 
figs., 33 refs. 


From a review of the literature the authors conclude 
that the various configurations of the QRS complex 
seen in the electrocardiograms of cases of Wolff-Parkin- 
son-White syndrome may be classified into 5 types. 
The criteria employed in diagnosis were: (1) a short 
P-R interval and a prolongation of the QRS duration 
with slurring and notching; (2) absence of any clinical 
signs of heart disease in most instances; (3) repeated 
paroxysms of tachycardia; and (4) return of the electro- 
cardiogram to normal on parasympathetic depression 
and exereise as well as spontaneously. The similarity 
of types III and IV to left and right bundle-branch 
block is pointed out, the short P-R interval indicating 
the correct diagnosis. 

The Wolff-Parkinson-White syndrome is due to the 
existence of an anomalous conducting pathway connect- 
ing the auricles to the base of the ventricles. Impulses 
from the auricles pass down this pathway as well as by 
way of the auriculo-ventricular node and Purkinje 
system, but owing to the shorter course of the anomalous 
pathway the process of ventricular depolarization is 
initiated earlier in the region around its termination. 


The site of termination of this pathway is an important . 


factor in the configuration of the electrocardiogram. 
B. McArdle 


501. Electrocardiographic Changes occurring during 
Treatment with Fuadin Solution 


S. B. BEASER and R. RODRIGUEZ-MOLINA. American 
Heart Journal [Amer. Heart J.] 32, 634-644, Nov., 1946. 
7 figs., 19 refs. 


The authors report that 20 of 25 cases receiving 


.“ fouadin”’ (stibophen) for infections with Schistosoma 


mansoni showed decrease in the voltage of the T waves 
of the electrocardiogram. These changes were reversible 
after 3 or more weeks. It is suggested that the drug 
affects the myocardium, and that courses of therapy with 
it should be separated by a similar period to prevent 
cumulative effects on the myocardium. 

W. J. H. Butterfield 


502. Orthostatic Paroxysmal Ventricular Tachycardia 
M. Peters and S. L. PENNER. American Heart Journal 
[Amer. Heart J.] 32, 645-652, Nov., 1946. 2 figs., 39 refs. 


The authors describe the case of a woman, aged 24 
years, who for 14 years had had frequent attacks of 
tachycardia occurring only in the upright position, 
always ending when she lay down, and recurring on 
standing. Electrocardiograms taken during attacks were 
characteristic of paroxysmal ventricular tachycardia. 
The relation to posture was confirmed. The authors 
review the literature of paroxymal ventricular tachy- 
cardia and suggest that in their cases the attacks were due 
to unusually strong sympathetic tone. B. McArdle 


Ga —™ WA 
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503. The Combined Use of Lanatoside C and Quinidine 
Sulfate in the Abolition of Established Auricular Flutter 
R. M. TANDowsky, J. M. Oyster, and A. SILVERGLADE. 
American Heart Journal [Amer. Heart J.] 32, 617-633, 
Nov., 1946. 4 figs., 12 refs. 


Intravenous lanatoside C (a glycoside of digitalis) was 
found to be more effective than digitalis (especially when 
given by mouth) in the conversion of established auricular 
flutter to fibrillation. An initial dose of 1-6 mg. given 
intravenously was followed by a daily maintenance 
dosage of 1 mg. Twenty-one cases were treated. Of 
these, 4 reverted to sinus rhythm within an hour; auricu- 
lar fibrillation was established in 15 within 2 to 72 hours 
and in 1 case after 13 days’ treatment, while in a thyro- 
toxic patient (before operation) the rhythm was un- 
changed. In all but 4, primary slowing of the ventricu- 
lar rate occurred within an hour. Quinidine sulphate 
with lanatoside C (1 mg. daily) was given to the 15 
patients who developed auricular fibrillation. Owing to 
intolerance the quinidine was discontinued in 1 case; 
the remaining 14 reverted to sinus rhythm within 1 to 
10 days, but flutter recurred immediately the quinidine 
was discontinued in 1 case, and in 1 other sinus 
rhythm was followed by nodal tachycardia and sudden 
death. Necropsy showed an extensive myocardial 
_ infarct. The remaining patients received a maintenance 
dose of lanatoside C over an average follow-up period 
of 11 months without recurrence of flutter. Lanatoside 
C is superior to digitalis leaf because of its rapidity of 
action when given intravenously and its strong vagal 
action. B. McArdle 


504. Hypertrophy of the Heart of Unknown Etiology 
in Young Adults: Report of Four Cases with Autopsies 
R. F. Norris and H. H. Pore. American Heart Journal 
[Amer. Heart J.] 32, 599-611, Nov., 1946. 4 figs., 11 
refs. 


Death from congestive heart failure occurred in 4 
instances of unexplained cardiac hypertrophy and dilata- 
tion. These 4 unusual cases occurred during 1 year at 
the Philadelphia Naval Hospital, and the victims were 
all sailors between the ages of 21 and 30 years. The 
cardiac hypertrophy was in all cases recognized and 
investigated some time before death, so that the usual 
causes of the condition had been excluded. It would 
have been more satisfying, as the authors point out, if 
glycogen-storage disease could have been excluded. 
There was, of course, no indication that the aetiology was 
the same in all 4 cases. H. E. Holling 


505. Tachycardia due to Venous Hypertension in Man. 
(A Study of the Bainbridge Reflex.) (La tachycardie 
créée par I’hypertension veineuse chez 'homme. Etude 
du réflexe de Bainbridge) 

J. Lequime, M. SeGers, and H. DENOLIN. Acta Cardio- 
logica [Acta cardiol., Brux.] 1, 1-13, 1946. 5 figs., 19 refs. 


~The authors present the results of the following 
experiments in support of the hypothesis that an increased 
venous pressure leads to a rise of pulse rate (Bainbridge 
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reflex) in man, and that this is mediated by the vagus 
nerve. In the course of the investigations a proportion 
of the subjects showed an increased respiratory rate when 
the venous pressure was raised—an effect similar to that 
observed by Harrison in animals. It is emphasized that 
the Bainbridge reflex cannot completely account for the 
cardiac acceleration after exercise. 

Eleven subjects were infused with 1 litre of warmed 
serum over a period of 5 to 10 minutes. The venous 
pressure was found to rise by 12 to 24 mm. of water. 
Electrocardiographic records taken over the same period 
showed an increase in pulse rate of 8 to 25%. After 4 
subjects were given 2 mg. of atropine intravenously the 
pulse quickened and the venous pressure fell. Infusions 
were then administered as before without influencing the 
heart rate, though the venous pressure rose above resting 
levels. During the course of all these investigations there 
was no change of blood pressure as measured by a Pachon 
oscillometer. In a case of femoral arterio-venous 
aneurysm, compression of the anastomosis gave a fall of 
venous pressure and pulse rate and a rise of arterial 
pressure as measured directly by a cannula in the opposite 
femoral artery. These changes were suppressed after the 
administration of 1-5 mg. of atropine intravenously. 
The respiratory rate was observed toincrease afterinfusion 
in 8 of the 11 subjects. The vital capacity remained 
constant. This effect was not observed when atropine 
was administered first. It was not seen in the arterio- 
venous aneurysm. The possibility that some of these 
effects might be due to transfusion reactions, or to 
pharmacological substances in the serum used, is not 
discussed. W. J. H. Butterfield 


506. Parenteral Vitamin B as Agent for Determining the 
Arm-to-Tongue Circulation Time. Part I 
R. E. Swenson. American Heart Journal [Amer. Heart 


J.] 32, 612-616, Nov., 1946. 18 refs. 


A commercial preparation of the vitamin-B complex is 
used to measure the arm-to-tongue circulation time, 
5 ml. of the preparation being injected intravenously 
through a No. 20 needle; the end-point is given by a 
sudden, intense, and unique taste sensation. A duplicate 
determination can be made within a few seconds of the 
first one and no untoward complications have occurred. 

H. E. Holling 


507. Primary Pulmonary 

J. R. Gitmour and W. Evans. Journal of Pathology 
and Bacteriology { J. Path. Bact.] 58, 687-697, Oct., 1946. 
28 figs., 4 refs. 


Clinical observation in a case of cardiac failure had 
suggested the diagnosis of pulmonary hypertension, and 
this was confirmed at necropsy. A woman of 44 had 
suffered for 2 years from intense fatigue, dyspnoea on 
slight exertion, and oedema, and had responded to trea- 
ment with rest, digitalis, and mercurial diuretics. Diag- 
noses of hypertensive heart failure and of pericardial 
disease, respectively, had been made at the 2 hospitals 
to which the patient had been admitted previously, 
but the skiagram and the electrocardiogram pointed to a 
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pulmonary-vascular origin of the condition, the first 
showing enlargement of the right auricle, of the conus of 
the right ventricle, and of the pulmonary artery, and the 
latter right ventricular preponderance with an inversion 
of the T wave in leads II and III and CRI. Although 
the patient appeared to be responding well to treatment, 
she died suddenly. 

At the post-mortem examination there was evidence of 
congestion in lungs, liver, spleen, and kidneys; there 
were hypertrophy and dilatation of the right ventricle, 
dilatation of the right auricle, and adherent thrombi in 
the right auricular appendage, with slight atheroma in the 
aorta and “* many small flecks of atheroma in pulmonary 
artery and its branches”. The histological examination 
of the pulmonary vessels showed in numerous sections 
aplasia or hypoplasia of the media of many vessels, 
together with intimal changes resembling those of 
systemic hypertension in these areas, so that stenosis or 
occlusion of these vessels resulted. The deficiency of the 
media in numerous vessels throughout the lungs was, in 
the opinion of the authors, the basis for the development 
of the endarteritis, which occurred as a reaction to tran- 
sient hypertension, such as might have been produced by 
coughing, and thus started a vicious circle which made 
the hypertension permanent. B. Samet 


508. The Syndrome of Abdominal Aortic Aneurysm 
Rupturing into the Gastrointestinal Tract. Summary of 
the Literature and Case Report 

H. H. Hunt and C. V. WELLER. American Heart 
Journal [Amer. Heart J.] 32, 571-578, Nov., 1946. 2 
figs., 14 refs. 


The authors describe the forty-first recorded instance 
of rupture of an aneurysm of the abdominal aorta into the 
gastro-intestinal tract, and refer to the other 40. This 
case of rupture into the duodenum was diagnosed at 
necropsy. H. E. Holling 


509. Retinal and Choroidal Arterioles in Malignant 
Hypertension. A Clinical and Pathologic Study of 
Fifteen Cases 

F. R. MAN Love. Archives of Internal Medicine [Arch. 
intern. Med.| 78, 419-440, Oct., 1946. 6 figs., 22 refs. 


With few exceptions it has been found that although the 
ratio of the thickness of wall of an arteriole to the 
diameter of its lumen (the wall-lumen ratio) varies 
radically in different organs, hypertension is uniformly 
accompanied by a definite increase in this figure, which 
becomes greater as the hypertension advances. More- 
over, this reduction in lumen has been sufficient in many 
cases to impede the normal blood flow. 

The present study is concerned with retinal and 
choroidal arterioles in 15 cases of fatal malignant hyper- 
tension; 7 non-hypertensive cases were the controls. 
The major clinical features are detailed and leave no 
doubt about the diagnosis. In the controls, all retinal 
and choroidal arterioles appeared normal. The changes 
in the cases of malignant hypertension were as follows: 
A. Vascular lesions: (1) Intimal proliferation occurred 
frequently and extensively in the choroidal arterioles but 


only rarely in the retinal. It was seen in 12 cases, ang 
frequently obliterated, wholly or partially, the lumen, 
Occasionally, hyaline degeneration and fatty infiltration 
of the proliferated intima were found. (2) Medial 
thickening due to muscle hypertrophy was seen in every 
case. (3) An increase in perivascular tissue, indistin. 
guishable from adventitia, was observed in a few cases, 
(4) Hyaline degeneration was seen in varying degree in the 
choroidal arterioles. (5) In a few choroidal arterioles, 
patches of acute necrosis were found most often in the 
intima but occasionally in the media. (6) Fatty infiltra- 
tion of the walls and reduplication of the elastic lamina 
were rarely shown. B. Retinal lesions: These lesions 
were, except for those occurring in the arterioles, con- 
fined to an area around the nerve head comprising about 
a sixth of the retina. Papilloedema and oedema of the 
retina around the disk were seen in every case, often 
throwing the retina into folds. Haemorrhages tended to 
spread among the fibres; in the deeper layers they were 
usually punctate and localized, and rarely involved the 
whole thickness of the retina. Albuminous exudates 
were almost entirely confined to the outer reticular layer, 
only occasionally spreading into the nuclear layers; 
sometimes these were surrounded by a rim of scavenger 
cells. Subretinal oedema and proliferation of the pig- 
ment-cell layer at the periphery of the retina were also 
occasionally seen. The layer of rods and cones was 
almost invariably normal. The wall-lumen ratio was 
suggestively increased, but the number of controls was too 
small for the results to be considered statistically signifi- 
cant. No relationship was demonstrated between the 


degree of arteriolar disease and other retinal lesions in 


malignant hypertension. 

[This is an admirable contribution to our knowledge of 
arteriolar changes in the retina in malignant hypertension. 
The changes are similar to those previously recorded in 
other organs.] Henry Cohen 


510. Extrasystoles in Experimentally Produced Hyper- 
tension 

B. Kiscu. Experimental Medicine and Surgery [Exp. 
Med. Surg.) 4, 319-325, Nov., 1946. 4 figs., 5 refs. 


In dogs both vagi were cut and hypertension was then 
produced by clamping the abdominal aorta. Hyper- 
tension alone will not produce ectopic beats, and electrical 
stimulation of the cut vagi without clamping the abdomi- 
nal aorta also does not produce ectopic beats but only a 
slowing of the heart rate. Stimulation of the vagus after 
inducing hypertension by clamping the abdominal aorta, 
however, does produce ventricular ectopic beats as well 
as electrical alternation in the T waves. 

[Few, if any, cardiologists will subscribe to the opening 
sentence of this paper: “It is a well-known fact that 
patients with a high arterial blood pressure are some- 
times subject to extrasystoles and these extrasystoles may 
disappear or become rarer as soon as the high blood 
pressure is brought under control by therapeutic mea- 
sures.”” To draw, as the author does, analogies between 
human hypertension and hypertension produced in dogs 
by clamping the abdominal aorta is obviously unsound. 
The term “ heart alternation ’” seems to be used in this 
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paper for the electrical alternations of the T waves 
observed here, and also for the alternating pulse of the 
failing human hypertensive heart, although electrical 
and sphygmographic alternation are two totally different 
features not related to each other.) G. Schoenewald 


511. The Relation of Neurocirculatory Dystonia to 
Essential Hypertension, Angina Pectoris and Peptic Ulcer. 
[In English] 

P. BRUMMER. Acta Medica Scandinavica [Acta med. 
scand.| 126, 177-184, Nov. 9, 1946. 5 refs. 


$12. Chilblains in Servicewomen 
A. L. WINNER and E. S. Cooper-Wixuis. Lancet 
[Lancet] 2, 663-667, Nov. 9, 1946. 1 fig., 45 refs. 


A study of the incidence of chilblains was made in 
about 3,000 members of the Auxiliary Territorial Service 
{A.T.S.). It was found that the incidence rose steadily 
to the age of 40. The most likely age for beginning to 
suffer from them was 15 to 17, and for ceasing to have 
chilblains 20 to 22. Office workers were more seriously 
affected than those in more active occupations. There 
was some indication of a possible familial incidence. 
Seventy-eight different treatments had been tried, but 
there was no evidence that any was efficacious. 

Raymond Greene 


513. Dissecting Aneurysm of the Aorta. (A Study of a 
Series of Fourteen Cases) 

J. D. PALMER and A. K. MATHISEN. Canadian Medical 
Association Journal (Canad. med. Ass. J.] 55, 585-595, 
Dec., 1946. 5 figs., 16 refs. 


Ante-mortem diagnosis of dissecting aneurysm of the 
aorta is difficult. The patient usually dies of rupture of 
the aneurysm with a massive haemorrhage, but occasion- 
ally he may survive and organization and obliteration of 
the sac or rupture back into the lumen may occur with 
formation of a double-barrelled aorta. The incidence in 
the Royal Victoria Hospital, Montreal, was 1 in 575 
necropsies, compared with 1 in 175 reported by Shennan. 
There were 7 male and 7 female patients, whose average 
age was 49 years. Onset of symptoms was sudden and 
occurred when the patient was at rest: severe pain is 
felt in the precordial region or upper quadrants of the 
abdomen, or, if the dissection involves the abdominal 
aorta, may spread into the lower abdomen, and it later 
spreads into the back. Pain is intense, sharp, and tearing 
and may recur. All patients show marked prostration 
and signs of shock may be present. In 8 cases the blood 
pressure was high on admission, while in 8 it was low. 
Temperature was normal on admission, but in those who 
survived the temperature rose after the first day to 100°- 
101° F. (37-8°-38-4° C.). White-cell count and ery- 
throcyte sedimentation rate were moderately raised. 
In most cases the urine contained albumin, hyaline casts, 
and red cells. In two cases hemiplegia resulted from 
involvement of the orifice of the innominate or carotid 
artery. The Wassermann reaction was usually negative, 
and the chest radiograph revealed widening of the arch 
of the aorta. Electrocardiograms in 10 cases showed the 


changes of hypertensive heart disease; where previous 
records wete available no change since the incident could 
be found. In 1 case electrocardiographic changes like 
those of coronary occlusion appeared on the tenth day, 
and necropsy disclosed involvement of the coronary 
arteries by the dissection, and the presence of blood in 
the thoracic cavity, usually on the left side. In 2 instances 
there was blood in the pericardium. The ascending and 
transverse portions of the arch were most commonly 
affected. The aorta showed medial necrosis and the 
heart was hypertrophied in all cases except one. It is 
considered that hypertension was an important factor in 
the production of the dissection. J. McMichael 


514. Aneurysmal Dilatation of the Left Auricle with 
Erosion of the Spine 

H. AsHwortTH and A. M. Jones. British Heart Journal | 
[Brit. Heart J.] 8, 207-211, Oct., 1946. 5 figs., 2 refs. 


A case is reported of a woman, aged 38, with a very 
large left auricle, which on post-mortem examination was 
found to be eroding some of the vertebral bodies in the 
mid-dorsal region on their right antero-lateral aspects. 
A post-mortem, radiograph taken in the left anterior 
oblique position showed this erosion, though a lateral 
view did not. During the last four years of her life 
the patient had suffered from a griping pain starting at 
the lower angle of the right scapula and radiating round 
the chest—apparently a root pain caused by pressure by 
the left auricle. Although auricular fibrillation had been 
present for 4 years, there was spontaneous return of 
normal rhythm 7 weeks before death. Fibrillation did 
not recur after this, though the normal rhythm was 
interrupted at times by paroxysms of tachycardia 
(supraventricular in origin). A considerable amount of 
muscular tissue was found in sections of the left auricle. 
The authors state that had they thought of root pressure 
as a cause of their patient’s pain they would have tried 
paravertebral root injection. 

[In such a case, however, particular care would be 
necessary to avoid puncture of the left auricle.] 

S. H. Cookson 


515. Clinical Aspect of Polyarteritis Nodosa 

H. G. Mitter and R. Datey. Quarterly Journal of 
Medicine (Quart. J. Med.) 15, 255-283, Oct., 1946. 159 
refs. 


Though more cases of polyarteritis nodosa than 
formerly are now being recognized before death, a large 
proportion are still missed. The authors believe that the 
difficulty of diagnosis during life is only in part inherent 
in the behaviour of the disease, and that in many cases it 
is due either to failure to consider the diagnosis in a 
difficult case or to rejection of the diagnosis, once con- 
sidered, because of the absence of one or more signs, 
such as subcutaneous nodules or eosinophilia, which 
are considered typical but are actually of infrequent 
occurrence. 

To clarify the clinical picture, so far as is possible in a 
condition of such protean manifestations, the more ~— 
important past writings are reviewed and 9 new cases are 
recorded. R. T. Grant 
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Disorders of the Blood 


516. Fatal Use of a Dangerous Universal Donor 
A. D. MorGan and G. Lums. Lancet [Lancet] 2, 866- 
868, Dec. 14, 1946. 14 refs. 


The employment of the Group O “ universal donor ”’ 
may be dangerous in instances where the blood contains 
an unusually high titre of agglutinins. This is illustrated 
by the description of a case belonging to Group A, where 
transfusion of Group O blood with a high titre of «- 
agglutinin was followed by haemoglobinuria, uraemia, 
and death. In the course of an operation under general 
anaesthesia for abdominal injuries the patient received 
transfusions of 3 pints (1,705 ml.) of Group O blood. 
Slide cross-matching had appeared satisfactory. Eigh- 
teen grammes of sulphadiazine were administered during 
the first 2 days, but progress was unsatisfactory. No 
urine was passed after operation, and catheterization on 
the third day yielded 6 oz. (170 ml.) of urine showing 
heavy albuminuria and haemoglobinuria; the amorphous 
deposit contained very few erythrocytes and no sulphon- 
amide crystals. A further blood transfusion and 1 pint 
(568 ml.) of glucose-saline with 100 ml. of 4-3% sodium 
sulphate solution were given. Uraemic coma was 
followed by death 100 hours after the injury. Only 
17 oz. (476 ml.) of urine was obtained in the last 3 days, 
and this was similar in composition to the first specimen. 
The fluid intake exceeded the estimated output through- 
out. At necropsy the lungs were oedematous, and the 
kidneys swollen, with cortical pallor. On histological 
examination bloodless cellular glomeruli and degenera- 
tive changes in the convoluted tubules were found, with 
frequent occurrence of pigmented casts in Henle’s loops 
and in the collecting tubules. 

It appeared unlikely that sulphadiazine was responsible 
for the uraemia, and investigation of the blood revealed 
the following: (1) The patient’s blood group was A,, 
Rh-positive. (2) Compatibility between patient’s serum 
and cells and the Group O test cells. (3) Compatibility 
between the patient’s serum and the donor’s cells. 
Reverse matching between the donor’s serum and the 
patient’s cells gave most marked agglutination in the 
case of the second donor. (4) The titre of «-agglutinin 
in the sera of the first and third donors was 1/256 and 
1/512, but 1/4096 for the second donor. (5) The second 
donor’s serum rapidly agglutinated the patient’s blood in 
the proportions of the transfusion. 

The literature on this type of transfusion reaction is 
discussed. Gesse (Dtsch. Z. Chir., 1935, 245, 371) 
recorded 20 fatal cases in 46 examples. Aubert ef al. 
(Brit. med. J., 1942, 1, 659) found titres of «-agglutinin 
from 128 to 512 in over 70% of 250 Group O sera. 
They concluded from in vivo experiments that although 
intravascular haemolysis might occur with high titres 
it is not usually of dangerous degree; the rejection of 
such blood for transfusion is suggested, however. Of 
the tests for the dangerous universal donor, that originated 


by Coca involves the mixing of a 1 in 10 saline dilution 
of donor’s blood with recipient’s whole citrated blood, 
The absence of agglutination after 15 minutes indicates 
a negative reaction; if positive, nine-tenths of all cells 
are agglutinated if they are the recipient’s, but only 
one-tenth if they are the donor’s. The histology of the 
kidney in the case described is similar to that in other 
transfusion ‘accidents, fatal blackwater fever, “ crush” 
uraemia, and sulphapyridine poisoning. The degener- 
ative changes in the convoluted tubules are considered 
more important than the variable factor of mechanical 
blockage by pigmented casts. In conclusion, the 
difficulty of preventing this rare transfusion accident 
without recourse to titration of the donor’s agglutinins 


is commented upon. The authors suggest a titre of 


256 as being the arbitrary upper limit of safety for the 
«-agglutinin in Group O donor blood. 
J. C. White 


517. Haematological Heresy 
R. R. Bomrorp. British Medical Journal (Brit. med. J.| 
2, 996-998, Dec. 28, 1946. 9 refs. 


This is a plea for reconsideration of the part that 
haemolysis plays in the production of the clinical and 
pathological picture of pernicious anaemia. The author 
thinks that arrest of maturation of the erythrocytes is 
insufficient to account for all the facts and disagrees with 
the “Hopper theory” of factors necessary for each 
stage of maturation; there is good evidence, for instance, 
that neither thyroxine nor vitamin C is a maturation 
factor but that insufficiency of these leads to depression 
of the erythron as a whole. 
increased excretion of urobilinogen and the increased 
serum bilirubin solely on the assumption that they are 
waste products. The author suggests that the liver 
factor acts by preventing a particular kind of haemolysis, 
possibly by altering the conditions of absorption from 
the intestinal tract. He thinks that a return to the older 
theory of a haemolytic toxin might help to solve some 
difficulties; if the toxin is assumed to have a particular 
susceptibility for lipids, this might explain why the 
particular type of red cell found in pernicious anaemia 
is especially affected. 

[It is not clear when this lecture was given, but it was 
presumably some time ago. No reference is made to 
the work on the survival of red cells which showed that 
the red cells in pernicious anaemia are more susceptible 
to haemolysis, and that there is little evidence of circu- 
lating haemolysins. The rest of the evidence quoted is 
sometimes incomplete or would nowadays be given a 
different interpretation. The “arrest of maturation” 
theory was abandoned in most centres in this country 
before 1939, but there is little doubt that pernicious 
anaemia involves a change to a different, pathological 
type of erythrocyte maturation.] M. C. G. Israéls 
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518. Extrinsic Factors Influencing the Sedimentation 


Rate 
M. S. RoseN. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 16, 681-692, Nov., 1946. 4 figs., 


6 refs. 


This paper records the effects on the erythrocyte 
sedimentation rate of variations in height, diameter, 


shape, and volume of the cylindrical tubes used as 


receptacles for blood. From his experiments, recorded 
in detail, the author concludes that certain physical 
principles govern the rate of erythrocyte sedimentation: 
(1) broad short columns (as in the Linzenmeier tube) 
sedimented faster than narrow long ones (as in Wester- 
gren and Wintrobe tubes); (2) a wider bore facilitated 
earlier sedimentation; (3) other conditions being equal, 
in spheres as in cylinders, greater volume permitted 
more rapid sedimentation, but the final settling levels 
were reached at approximately the same time in all 
containers. The larger the relative amount of plasma 
the more rapid the sedimentation. The author proposes 
that the amount of sedimentation occurring during the 
first 15 minutes, expressed as a percentage of the total 
fall after 24 hours, should be used as an “ index of 
sedimentation *”. He describes a disk-shaped container 
for a rapid measurement of this index. Henry Cohen 


519. Hyperchromic Anemia produced by Choline or 
Acetylcholine and the Induced Remission of Both by Folic 
Acid or Liver Injection. The Probable Mechanism of 
Action of Liver and Folic Acid in Treatment of Anemia 

J. E. Davis. American Journal of Physiology [Amer. J. 
Physiol. 147, 404-411, Oct., 1946. 3 figs., 6 refs. 


Having previously observed the development of hyper- 
chromic anaemia and changes in the central nervous 
system in dogs fed with choline or carbamyl choline, the 


author undertook the present investigation in the. 


University of Arkansas School of Medicine with the 
object of studying the effect of liver extracts and folic 
acid in choline-induced anaemia, and of determining 
whether injections of acetylcholine would cause anaemia. 

The administration of choline chloride to 3 dogs 
in daily doses of 200 mg. by stomach tube resulted in a 
moderate anaemia, the red corpuscles falling from initial 
levels of over 6 millions to about 4:5 millions per c.mm. 
after a month or so. The colour indices ‘were high, 
since the haemoglobin values were not reduced com- 
mensurately with the erythrocyte counts. [This, of 
course, does not necessarily indicate that erythropoiesis 
was megaloblastic]. After 47 days 2 of the dogs were 
given daily intramuscular injections of 2 mg. of folic 
acid. This was followed by maximal reticulocyte 
Tresponses of 3-4 and 4:2% respectively about the eighth 
day and a return to normal red-cell counts despite the 
continued administration of choline. 
given daily injections of 2 U.S.P. units of liver extract, 
starting 14 days after the others first received folic acid; 
this animal showed a similar haematopoietic response. 
Acetylcholine bromide 3 mg. was given subcutaneously 
twice daily to 5 other dogs, 2 of which also received 
injections of physostigmine salicylate 1 mg. twice daily. 


The third dog was 


Hyperchromic anaemia, of a degree similar to that result- 
ing from choline, occurred in all these dogs after about a 
month. Liver extract given to 2 of the dogs and folic 
acid to 1, in the same doses as used in the choline-treated 
dogs, resulted in small reticulocyte responses and in red- 
cell regeneration despite continued administration of 
acetylcholine. 

Investigation of the blood sera for acetylcholine and 
cholinesterase activity showed that in choline-induced 
anaemia the acetylcholine activity 14 hours after 
administration of choline was significantly lower in dogs 
receiving liver extract or folic acid than in those not 
receiving such treatment, while the cholinesterase activity 
appeared to be markedly raised by anti-anaemic therapy. 
In vitro experiments with sera from dogs during various 
stages of the experiments, together with one human 
serum, showed that incubation with folic acid or liver 
extract for 24 hours resulted in significant increases in 
cholinesterase activity. No such effect resulted from the 
incubation of the sera alone, and the folic acid and liver 
extract were shown to be devoid of cholinesterase 
activity. Folic acid given orally to 2 normal human 
subjects resulted, 5 hours later, in increases in choline- 
sterase activity of 16 and 33% respectively. 

It is considered that choline-induced anaemia is 
actually produced by acetylcholine which might be 


- synthesized from some of the administered choline, and 


that the effect of acetylcholine in depressing erythro- 
poiesis results from its vasodilator action in increasing 
the oxygenation of the bone marrow. The anti-anaemic 
action of liver extract and folic acid is thought to be due 
to their effect in raising the cholinesterase activity of the 
body, and it is suggested that this mechanism may be 
responsible for the therapeutic action of these substances 
in human macrocytic anaemias. 

[The evidence that liver extract and folic acid exert a 
cholinesterase effect may well explain their action in 
correcting choline-induced anaemia, which seems prob- 
ably due to increased oxygenation of the bone marrow. 
Since, however, no evidence has been adduced that such 
anaemia is associated with megaloblastic erythropoiesis 
it is difficult to accept the author’s implication that it is 
related aetiologically to human megaloblastic anaemias. 
Indeed, for a number of reasons, this would seem most 
unlikely. There would therefore seem to be little 
support for the suggestion that the mechanism of action 
of liver-extract or folic acid described in this paper plays 
a significant part in human therapeutics.] . 

L. J. Davis 


520. Recurrent Fatal Hemolytic Anemia Associated with 
Gross Liver Damage and Splenomegaly 

R.S. Stacey. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 212, 586-590, Nov., 1946. 3 figs., 
5 refs. 


A detailed case report is given of a 30-year-old Arab 
who succumbed to a haemolytic anaemia of unknown 
aetiology. There was no family history of jaundice, the 
Wassermann reaction was negative, and such obvious 
causes of anaemia as malaria, bilharziasis, dysentery, or 
venereal disease were excluded. The liver edge was 
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palpable 4 in. (1:25 cm.) below the costal margin and 
was smooth and not tender. The spleen was hard 


and smooth and could be felt extending 2 in. (5 cm.) - 


below the left costal margin. The serum gave a delayed 
direct van den Bergh reaction and blood culture was 
sterile. The blood findings were those of a gross 
normochromic normocytic anaemia. The red cells 
showed anisocytosis and polychromatophilia but no 
spherocytosis or macrocytosis. The white-cell count was 
normal, and so was the red-cell fragility test. After the 
transfusion of 500 ml. of citrated blood a mild reaction 
occurred. A week later a second 500 ml. was given, but 
after 100 ml. had been transfused a severe reaction 
occurred. The typing and cross-typing were checked 
and found to be correct. On the fifth day after this 
transfusion the jaundice became more intense, the urine 
became dark with bile, and the van den Bergh test gave a 
strong immediate direct reaction. During a haemolytic 
crisis haemolysins were demonstrable in the patient’s 
serum, but during a period of remission no haemolysins 
could be demonstrated. The chief post-mortem findings 
were those of gross fatty degeneration of the liver, most 
marked in the centre of the lobules; the splenic histology 
showed considerable abnormality. The author states 
that there is evidence that transfusion of these cases may 
play some part in precipitating a haemolytic crisis, and 
that splenectomy offers the best chance of survival as the 
spleen may be the site of formation of haemolytic and 
hepatotoxic substances. Splenectomy was advised but 
refused. S. Oram 


521. Haemopoietic Response to Folic Acid in Pernicious 
Anaemia. The Sternal-marrow Changes 

R. J. HARRISON and J. C. Wuite. Lancet [Lancet] 2, 
787-791, Nov. 30, 1946. 7 figs., 33 refs. 


The treatment of a typical case of Addisonian perni- 
cious anaemia with folic acid by mouth was followed by 
serial sternal punctures. The marrow changes were 
identical with those seen after treatment with liver 
extract; by the tenth day the megaloblastosis had been 
replaced by an intense normoblastic hyperplasia. The 
anaemia was treated successfully. R. Bodley Scott 


522. Kernicterus in Erythroblastosis Fetalis 
V. C. VAUGHAN. Journal of Pediatrics (J. Pediat.) 29, 
462-473, Oct., 1946. 27 refs. 


Seventy-four cases of erythroblastosis foetalis have 
been diagnosed at the New Haven Hospital, Connecticut, 
in 17 years. There have been 27 deaths and 23 necropsies 
have been performed. A clinical account is given of 
the signs and symptoms preceding death in 13 of the fatal 
cases, all of which were found at necropsy to have 
kernicterus. The specificity of opisthotonos and 
rigidity as signs of kernicterus is suggested by the fact that 
4 survivors who showed these symptoms were mentally 
retarded and had some motor disability. The author 
finds a relationship between the occurrence of kernicterus 
and the severity of blood destruction, as measured by 
blood counts, by size of spleen, or by depth of jaundice. 
The time of onset of icterus seemed to have no prognostic 


significance in this series. Kernicterus was found 
more commonly in the smaller babies, but the author 
claims no statistical significance for this observation, 
The relation of transfusion to prognosis in erythroblas- 
tosis is considered. 
received Rh-positive blood on the first day of life died with 
kernicterus. This suggested superiority of Rh-positiye 
blood . . . in preventing kernicterus is by no means 
Statistically significant, but it represents the most striking 
deviation from the general finding that the type of blood 
used in therapy had no affect on the outcome.” A 
discussion follows on the possible mechanism of produc- 
tion of the lesions of kernicterus. Early investigators of 
the Rh factor were unable to demonstrate it in cells 
other than the red blood cells. It now seems probable 
that the Rh factor is a general characteristic of tissue 
cells. But whether kernicterus represents a primary 
nerve-cell injury or primarily a vascular injury is still 
unknown. The possible role of “ blocking antibody” 
in moderating blood-cell destruction is discussed, as is 
the use of Rh-positive blood transfusion to “* mop up” 
circulating antibody. A. Doyne Bell 


523. Sporadic Haemophilia with Post-transfusion Jaun- 
dice: Treatment by Thrombin Injections. (Hémophilie 
sporadique: ictéres post-transfusionnels. Traitement 
par injections de thrombine) 

H. BENARD, P. RAMBERT, J. SCHERRER, and P. GALISTIN, 
Paris Médical [Paris méd.] 36, 513-519, Nov. 30, 1946. 
1 fig., 19 refs. 


A case history and unusual treatment are described. A 
draughtsman aged 25 years, who had no previous 
personal or family history of excessive bleeding, was 
kicked in the stomach, and a few hours later started to 
bleed freely from the nose, the gums, and the intestine, 
while his knees swelled. He became unable to work, 
and during the next year had 4 attacks of bleeding from 
the nose, mouth, and intestine, and one recurrence of 
haemarthrosis, while his blood coagulation time varied 
between 1 and 4 hours. When he came under the 
authors’ care his general state was good, the spleen was 
1 fingerbreadth below the costal margin, and the knees 
swollen and fixed in slight flexion; bleeding time 4 
minutes, clotting time 80 minutes, prothrombin time 18 
seconds. Treatment by weekly transfusions of 50 ml. of 
blood caused, after the first 6 weeks, slight febrile 
reactions. At this time severe bleeding occurred, the 
clotting time rising to 180 minutes; this was treated 
by further transfusions of blood and plasma, the clotting 
time falling slowly to 60 minutes. Then followed a slight 
fever which lasted for 13 months, and two further 
haemorrhagic crises at intervals of a month, after 
the second of which the splenic area was x-irradiated. 
Marked improvement followed, the clotting time varying 
between 20 and 80 minutes. Seven months after his 
first admission to hospital the patient developed jaundice 
with bilirubinuria, lasting for 5 days. Treatment with 
oestrogens was followed by 4 or more episodes of 
bleeding, and after further transfusions by another attack 
of jaundice which lasted about a fortnight. 
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Thirteen months after admission treatment with beef- 
blood thrombin prepared by the method of Grut was 
started. The first subcutaneous injection caused massive 
local oedema, but later intravenous and intramuscular 
injections were well tolerated. Daily injections of 0-22 g. 
in 5 ml. of saline were followed by a fall of clotting time 
from 80 to 4 minutes, and it thereafter was maintained at 
between 16 and 44 minutes. A haemothorax developed 
and was slowly absorbed; during this period the spleen 
became enlarged to six fingerbreadths below the costal 
margin, and slowly contracted again. After 18 months 
in hospital the patient was discharged, receiving thrombin 
injections on alternate days, which maintained the clotting 
time in the region of 30 minutes and prevented major 
haemorrhages; on two occasions when treatment was 
interrupted for lack of thrombin the clotting time in- 
creased and severe haemorrhages occurred. A detailed 
discussion of the significance of this case is given. 

[The lack of symptoms during the first 24 years of life 
suggests that the condition was, in fact, “ pseudo- 
haemophilia ’’, a recognized disease in which the symp- 
toms and blood changes of haemophilia appear for the 
first time in an adult male or female, usually of advanced 
years (3 cases which have been brought to the 
abstracter’s notice were aged 57, 71, and 71); thé onset 
of symptoms is usually sudden, and bleeding may be 
exceptionally severe. Treatment by parenteral injection 
of thrombin has not been reported in Britain, though in 
America moccasin venom was once popular; this case 
report suggests that it may be worth a trial, though the 
dangers may be great.] G. Discombe 


524. The Aetiology of Chloroma and the Nature of the 
Green Pigment. A Report of Three Cases 

J.G. Humsie. Quarterly Journal of Medicine (Quart. J. 
Med.] 15, 299-312, Oct., 1946. 7 figs., 40 refs. 


This paper gives an account of 3 cases of chloroma, 


each different in the nature of their onset and clinical 


course. The relation of these green tumours to other 
leukaentic manifestations is described. It is con- 
sidered that the problem of chloroma is one of cell 
metabolism and not of cell structure. Chemical and 
spectroscopic examination of the pigments from these 
and other cases suggests that the chloroma pigments are 
choleglobin derivatives, and reasons are given for 
attributing their formation to an abnormal breakdown of 
haemoglobin. R. T. Grant 


525. Penicillin in the Treatment of Thiouracil Agranu- 
locytosis 
A. J. THomas. British Medical Journal (Brit. med. J.] 2, 
899, Dec. 14, 1946. 


The case is reported from the Llandough Hospital, 
Cardiff, of a woman, aged 59, who developed agranu- 
locytosis following methyl thiouracil therapy for thyro- 
toxicosis. This drug had been given for 1 month in 
daily doses of 0-6 g. and latterly of 0-4 g., the total 
dosage being 14-8 g. The agranulocytosis was treated 
with penicillin, 20,000 units three-hourly for 6 days, 


together with 4 ml. of liver extract daily for 3 days. 
Ten days after starting penicillin therapy the white cell 
count was 8,200 per c.mm. with 69% neutrophils. 
[Apart from its therapeutic interest, this report pro- 
vides further evidence that the administration of methyl 
thiouracil is not free from the dangers associated with 
thiouracil.]} L. J. Davis 


526. Vitamin E and Oestrogens in Experimental and 
Human Blood Dyscrasias 

E. V. Suute. Urologic and Cutaneous Review [Urol. 
cutan. Rev.] 50, 732-737, Dec., 1946. 1 fig., 14 refs. 


Two dogs given 10 and 20 mg. of stilboestrol intra- 
venously and intramuscularly for 20 days and 14 days 
respectively suffered loss of hair, decrease of platelets, 
and subcutaneous haemorrhage, and died from purpura 
on the twenty-fourth and the twenty-first day. Two 
further dogs given similar doses were successfully protected 
from these effects by daily doses of 200 and 400 mg. of 
vitamin E (tocopherol acetate) but not by 20-mg. daily 
doses of testosterone propionate. Human purpuras of 
diverse types—such as thrombocytopenic purpura, 
purpura associated with menorrhagia and metrorrhagia, 
purpura following oestrogenic therapy of prostatic cancer, 
and | case with intractable menorrhagia—all responded 
promptly to large and continuous doses of 200 to 600 mg. 
of tocopherol acetate. In | case where splenectomy was 
performed response was slow; in another case the thera- 
peutic effect was reversed by oral iron. G. Brownlee 


527. Secondary Myelofibrosis with Progressive General- 
ized Osseous Eburnation 

S. R. Bersack and H. R. Feinstein. American Journal 
of Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.] 56, 470-479, Oct., 1946. 5 figs., 27 refs. 


The authors, from the Veterans’ Administration Hos- 
pital, Washington, report a case of secondary myelofi- 
brosis with progressive generalized osseous eburnation 
due to skeletal metastases from a carcinoma of the 
prostate. The destruction of the bone marrow in such 
cases results in a compensatory activity of the remaining 
haematopoietic tissue, inclusive of metaplasia in the 
spleen and liver. The cardinal symptoms are weakness, 
pains in the bones, a varying degree of splenomegaly, and 
a refractory anaemia with nucleated red blood corpuscles 
and immature leucocytes in the blood. Histologically 
the involved bone displays an increase in width and 
number of trabeculae with linear deposits of calcium. 
The lamellae present normal lacunae and bone cells. 
There is a scarcity or complete lack of lining osteoblasts 
and osteoclasts. The marrow spaces contain fibrous 
tissue with sparsely scattered foci of tumour cells. In 
the case reported there were the additional unusual 
features of proptosis of the left eye, metastases in the 
bones of the hands and feet which clinically simulated 
rheumatoid arthritis, and a tendency for the osteosclerosis 
in the limbs to begin at and attain the greatest density in 
the extremities of both humeri, radii, femora, and tibiae. 

A. Orley 
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Respiratory Diseases 


528. Some Hematologic Observations in Silicosis 
H. HEIMANN. Occupational Medicine [Occup. Med.] 2, 
470-475, Nov., 1946. 14 refs. 


Haematological studies were made on 65 mine workers. 


[The type of mine is not stated.] Nineteen of these ~ 


workers were judged to have either tuberculosis or non- 
specific infection, because they had either tubercle bacilli 
in the sputum, fever, haemoptysis, night sweats, or 
a radiographic picture which showed mottling with lack 
of uniform density or with hazy borders. Ten showed 
linear fibrosis, 24 small nodules less than 1 mm. in size, 
20 larger nodules, and 11 larger nodules and conglomer- 
ate masses. Full blood counts and estimations of mean 
corpuscular volume, mean corpuscular haemoglobin, 


haematocrit value, and blood sedimentation rate were | 


carried out. The statistical analysis for the whole group, 
including those with and without infection, showed a rise 
in the number of young polymorphonuclear leucocytes 
(mean figures were: in silicosis 422, in silicosis with 
infection 820, and in controls 206 per c.mm.); a rise in 
mean corpuscular haemoglobin (silicosis 31-6, silicosis 
with infection 31, controls 29-6); and an increased 
(Wintrobe) blood sedimentation rate (silicosis 19-2, 
silicosis with infection 18-3, controls 7-7). These data 
suggest that neither an abnormally increased sedimenta- 
tion rate nor a shift to the left of the polymorphonuclear 
leucocytes in silicosis necessarily indicates that pulmonary 
infection is present as a complication of the fibrotic 
condition of the lungs. K. M. A. Perry 


529. Pneumonia and Empyema Caused by a Pasteurella 
of the Hemorrhagic Septicemia Group. [In English] 

T. THsoTTa and S. D. HENRIKSEN. Acta Pathologica et 
Microbiologica Scandinavica [Acta path. microbiol. 
scand.| 23, 412-414, 1946. 


The organism isolated from the pus from an empyema 
following pneumonia showed the morphological and 
cultural characteristics of Pasteurella septica. Intra- 
peritoneal injection of 0-5 ml. of a 24-hour broth culture 
killed mice within 24 hours, and subcutaneous injection 
of guinea-pigs produced fatal lesions of a characteristic 
haemorrhagic nature. The organism was agglutinated 
by the patient’s serum to a titre of 1 in 3,200, and a 
similar titre was demonstrated in a complement-deviation 
test. 

Cases of human infection caused by Pasteurella septica 
are probably rare. The patient had had care of pigs, 
and it is considered that they may have been the source 
of her infection. 

[The presence or absence of growth on bile-salt media 
and the methyl-red reaction are not recorded, neither is 
there any record of serological identification of the 
strain. In view of the suggestion that pigs may have 
been the source of the infection, serological tests of identity 


with P. suiseptica strains would have been of interest, 
Of the few cases of human infection recorded, at least 
3 have been characterized by pleurisy, but further details 
of the material cultured (whether obtained by aspiration, 
or consisting of the discharge after surgical drainage) 
would be of value in assessing the probability of the 
isolated organism being a primary invader.]} 
G. T. L. Archer 


530. The Transmission of Primary Atypical Pneumonia 
to Human Volunteers 

COMMISSION ON ACUTE RESPIRATORY DISEASES. Bulletin 
of the Johns Hopkins Hospital (Bull. Johns Hopk. Hosp.) 
79, 97-167, Aug., 1946. 35 refs. 


The results of a preliminary experiment indicated that 
primary atypical pneumonia (AP) was transmissible by 
the spraying of untreated throat washings and sputa into 
the respiratory tract of volunteers (J. clin. Invest, 1945, 
24, 175). The second and third experiments constituted 
an extension of this study, and a summary of results has 
already been published (J. Amer. med. Ass., 1945, 127, 
146; Bull. N.Y. Acad. Med., 1945, 21, 235). The first 
part of the present report describes the experimental 
methods used in these studies. 

The subjects of the second experiment were all 
volunteers; 36 men between 19 and 45 years of age were 
isolated in individual rooms (each with a private bath) 
in a hotel. They were isolated for 3 weeks before inocu- 
lation, and most rigorous precautions were taken to 
prevent accidental introduction of infection. On 
numerous occasions during this period temperature, 
pulse, and respiratory rates were recorded and x-ray 
examinations of the chest were carried out; complete 
blood counts were taken and the erythrocyte sedimenta- 
tion rates were estimated; blood was removed for 
serological examination and swab cultures were taken 
from the throat and nose. The inoculum consisted of 
pooled and emulsified throat washings and sputum from 
7 patients with the characteristic syndrome of AP. The 
pool was divided into three portions, one being filtered 
through sintered glass or Seitz filters, another being 
autoclaved at 15 lb. (6-75 kg.) pressure for 10 minutes, 
and a third being untreated. The inocula were stored 
on dry ice till used. The volunteers were assigned to one 
of three groups A, B, or C, 12 men in each, in such a 
way as to avoid concentration of any given group 
within a particular part of the hotel. A total of 10 ml. 
was administered to each man in three inoculations during 
the course of a single day; the inoculations were given 
into the nose and throat by means of an atomizer and 
nebulizer. On one occasion a small amount was 
administered by instillation as well. After inoculation 
examinations detailed above were repeated. When 
necessary, appropriate symptomatic treatment for 
pneumonia was administered; antipyretics were not used, 
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but sulphadiazine was given to 3 patients. The third 
experiment was largely a repetition of the second. The 
group was enlarged to 42 men, and the quarantine 
recautions were even more rigid. The inoculum con- 
sisted of pooled throat washings and sputum from 6 cases 
of primary atypical pneumonia occurring in the second 
experiment. Instillation was not used on this occasion. 
The various groups were inoculated on different days. 
The second part of this report describes the results 
obtained, which are summarized in the following table: 


Number of men 
developing 
Type of No. _No 
Group inoculum of | Atypical | Minor | illness 
men pneu- respira- 
monia tory 
(AP) illness | 
(MRI) 
A | Filtered ..| 12 3 
B Autoclaved 12 2 1 8 
Cc Untreated .. 12 3 9 0 


The occurrence of AP in the group of persons inoculated 
with autoclaved “* control’’ material was probably due 
to a breakdown in the isolation precautions or inocula- 
tion technique, and rendered the results of less value. 
The incubation period varied from 8 to 14 days. Clinical 
and x-ray appearances were characteristic of those seen 
in AP. Cold haemagglutinins for human Group O red 
cells developed in the sera of 8 out of 10 cases of AP. 
Agglutinins for the indifferent streptococcus MG 
developed in the sera of 2 cases only. In addition to the 
10 cases of AP, there were 15 of minor respiratory illness 
of undifferentiated type (MRI). AP developed in a 
laboratory worker and an attendant, both intimately 
concerned in the inoculation procedures. This experi- 
ment, as far as it went, indicated that primary atypical 
pneumonia could be transmitted by “droplets” of 


infective material. 


In the third experiment, where the technique was 
somewhat different, the results were as follows: 


Number of men 
Type of No. developing No 
Group! inoculum of illness 
men | Atypical | Minor 
_ | pneu- | respira- 
monia _tory 
(AP) illness 
(MRD 
A Autoclaved 18 0 1 17 
B Filtered 12 3 5 4 
Cc Untreated .. 12 3 5 4 


The “ controls ” in this experiment, therefore, proved 
The clinical and radiological features in the 
6 cases of AP were similar to those in the patients yielding 
the inoculum. The incubation period with untreated 
material was.7 to 8 days; with filtrates it was 12 to 14 


reliable. 


days and the illness was somewhat milder. Cold aggluti- 
nins developed in the sera of 5 out of 6 cases; maximum 
titres, ranging from 1 in 128 to 1 in 8,192, were obtained 
between the twenty-first and twenty-seventh days. 
There was no rise in titre to the MG streptococcus. 
One person who assisted in the inoculations developed 
mild atypical pneumonia. Cold agglutinins were observed 
in the sera of 9 out of 11 persons with MRI; the highest 
titres were 1 in 256, 128, and 64, the rest being lower. 
Thus bacteria-free filtrates, presumably containing a 
virus, Can induce primary atypical pneumonia in man, 
and the agent has been carried through two passages. 
The occurrence of minor respiratory illness in subjects 
receiving both untreated and filtered inocula suggests 
that there may be a non-pneumonic or sub-clinical 
variety of atypical pneumonia. 

The third section of the report [which should be read 
in the original by those interested] presents a very 
detailed analysis of the clinical and radiological data in 
the cases of atypical pneumonia (AP) and minor 
respiratory illness (MRI) in both experiments. The 
clinical features in experimentally induced AP were 
similar to those in the naturally acquired infection. The 
occurrence of local symptoms several days after inocula- 
tion, but before the appearance of fever or constitutional 
changes, was noted in a few cases. This suggested that 
either there was a prodromal or invasive phase in these 
patients, or the inocula contained one virus inducing AP 
and another inducing MRI. The x-ray picture in experi- 
mental AP was strikingly similar to that in the naturally 
acquired disease. The height and duration of the febrile 
reaction showed the variability that is common in cases 
of AP. The finding of relative bradycardia and the 
absence of tachypnoea confirmed a common clinical 
impression. Consideration of the clinical features in 
cases of MRI revealed many points of similarity to those 
in cases of AP.- 

A summary of the results of laboratory studies in the 
two experiments is contained in the fourth part of the 
report. In the cases of atypical pneumonia and minor 
respiratory illness there was no significant leucocytosis. 
Although the sedimentation rate in some individuals 
suffering from AP was raised the average level of the 
entire group showed no striking increase. The frequency 
of recovery of haemolytic streptococci, pneumococci, 
Staphylococcus aureus, and Haemophilus influenzae 
from throat swabs taken at weekly intervals showed no 
striking differences after inoculation. Examination 
of sputum and throat washings failed to reveal the 
presence of organisms that seemed to be causally related 
to AP or MRI. The indifferent streptococcus MG 
was isolated from 21 patients before inoculation and from 
22 afterwards; it was not: isolated from 57 patients 
before inoculation or from 46 afterwards. This organ- 
ism may be a secondary invader, and may, on rare 
occasions, be of some significance, as rise in antibody 


titre was found in 2 cases of AP. Blood cultures during 


the early febrile period in 9 cases of AP were sterile. 
A “ two-tube ” or greater rise in titre of cold agglutinins 
after inoculation was demonstrated in the sera of 13 volun- 
teers with AP and of 11 with MRI. The highest titres 
were found in patients suffering from AP. Agglutination- 
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inhibition tests showed no evidence that influenza 
viruses A or B were concerned in the aetiology of the 
conditions described. Antistreptolysin ‘“‘O”’ tests did 
not suggest that this organism caused the illnesses. 

A. J. Rhodes 


531. ‘Pulmonary Adenomatosis 
L. W. Paut and G. Ritcuiz. Radiology [Radiology] 47, 
334-343, Oct., 1946. 8 figs., 10 refs. 


Pulmonary adenomatosis is a rare disease character- 
ized by the appearance of multiple nodular adenomatous 
tumours or of a diffuse hyperplasia of the pulmonary 
alveolar lining spreading through both lungs and inter- 
fering with the gaseous exchange, often eventually 
causing death by pneumonia, but not metastasizing. Its 
great interest lies in its histological resemblance to an 
infectious disease of sheep and, in a lesser degree, other 
animals, which is variously known as “ jaagsiekte”’, 
epizootic adenomatosis, or Montana progressive pneu- 
monia. Macroscopically there are scattered nodules of 
consolidation on the cut surface of the lung resembling 
those of grey pneumonia. Microscopically there is a 
local change in the alveolar lining which is made up of 
low or moderately high cuboidal epithelium, the cells of 
which tend to be slightly pear-shaped and to form papil- 
lary projections. These are possibly derived from alveo- 
lar covering cells, but there is some evidence that they 
come from the bronchial epithelium. The alveolar walls 
in these nodules are thickened and oedematous and the 
connective tissue is increased. 

Five cases are reported in patients varying in age from 
42 to 78. The onset was insidious (4 months to 5 years), 
and the main symptoms were a progressively severe 
dyspnoea, cough with sputum which was generally a 
frothy white but sometimes a clear white, haemoptysis 
(rare and late), and loss of weight. Additional symptoms 
were feverishness, progressive weakness, pain in the chest 
on coughing, anorexia, constipation, and gaseous 
distension. The recorded findings show that there is a 
raised respiration rate (up to 50 per minute), pyrexia, 
and tachycardia. Physical signs in the chest include 
diminished movement, impaired percussion note, fine 
rales, and tubular or tracheal breath sounds over the 
affected areas. X-ray findings, the authors state, fall 
into two groups: (1) areas of homogenous density, 
often extensive and bilateral, resembling those of pneu- 
monic consolidation but not lobar in distribution, and 
(2) hazy nodules or a patchy infiltration widely dis- 
seminated throughout both lungs with a similarity to 
sarcoid, Hodgkin's disease, silicosis, or carcinomatous 
metastases. The authors call attention to the micro- 
scopical findings which show an intimate relation between 
the bronchial epithelium and the cellular lining of the 
adenomatous alveoli and an abrupt transition from the 
bronchial epithelium to the adenomatous type of lining. 
In other cases there is a transition from adenomatosis to 
carcinoma. 

They suggest as a clinical picture an elderly patient 
complaining of severe dyspnoea not readily explainable, 
who has a cough producing abundant thin mucoid 
sputum but no blood, and who shows a progressive 


decline. They point out that the diagnosis is at present 
purely academic since the disease is fatal in all cases: 
the main value of early recognition lies in the hope of 
determining its relationship to “* jaagsiekte” in sheep 
and/or its possible virus origin. 

[The accounts of the clinical findings lack system: not 
all, for example, record the signs in the chest, the tempera- 
ture, or the pulse rate.] E. H. Hudson 


532. Disappearance of Secondary Sarcomatous Deposits 
in the Lungs After Stilboestrol Therapy 

J. G. Roperts. British Medical Journal (Brit. med. J. 
2, 693-694, Nov. 9, 1946. 2 figs. 


‘“* The beneficial effects of stilboestrol in the treatment 
of carcinoma of the prostate are well known, where not 
only the primary growth but also secondary growths in 
lung and bone have been kept under control and in 
several instances have disappeared completely. Less 
permanent and less dramatic effects have been observed 
in several cases of carcinoma of the breast treated 
similarly. Few successes have been claimed in any other 
type of growth. 

In this communication a case of malignant endo- 
thelioma is recorded where secondary growths in the 
lung disappeared radiologically after stilboestrol therapy 
and where the patient was apparently free of active tumour 
2 years later.” 

[The dosage of stilboestrol given is not stated.] 

P. M. F. Bishop 


533. The Significance of Mediastinal Emphysema. A 
Report of Two Cases 

W. P. VANDERLAAN and G. MaresH. New England 
Journal of Medicine [New Engl. J. Med.| 235, 617-619, 
Oct. 24, 1946. 7 refs. 


The authors contrast a case of spontaneous mediastinal 
emphysema with another in which extensive mediastinal 
and subcutaneous emphysema resulted from a spon- 
taneous rupture of the oesophagus; they point out that 
the possibility of serious underlying disease should be 
considered before the diagnosis cf spontaneous mediastinal 
emphysema is accepted. The first case occurred in a 
healthy young girl after a fit of coughing and vomiting, 
and the source of the leak into the mediastinum remained 
obscure. A relapse on the fourth day necessitated 
mediastinal decompression through a low collar incision 
under local analgesia; rapid escape of air and improve- 
ment in the general condition followed the insertion of a 
finger into the superior mediastinum. Convalescence 
was then uneventful. The second case occurred in a 
man of 58 of alcoholic habits (the usual type of subject 
for spontaneous oesophageal rupture) after a bout of 
vomiting, and the patient died after 48 hours despite 
mediastinal decompression. Necropsy revealed a 2-cm. 
linear tear in the oesophagus immediately above the 
hiatus, communicating with a cavity lying behind the 
pericardium and containing foul, dark-brown fluid. 
There was no evidence of peptic ulceration of the 
oesophagus. J. W. Litchfield 
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534. Leukoplakia (Leukokeratosis) of the Palate, 
Papular Form. Its Relation to the Use of Tobacco 
C. L. CumMerR. Journal of the American Medical 


Association [J. Amer. med. Ass.] 132, 493-498, Nov. 2, 
1946. 7 figs., 22 refs. 


Palatal leucoplakia occurs as greyish papules, frequently 
capped with red dots, the centres of which may be 
depressed. The intervening mucous membrane is often 
greyish and transverse rugae may be marked. The 
lesions are confined to the middle of the posterior 
portion of the hard palate and to the soft palate (it is in 
these areas only that the palatine glands are found). 
Histologically, there is thickening of the epithelium with 
hyperkeratosis, infiltration of the corium with lympho- 
cytes and polymorphs, and dilatation of the capillaries 
in the spaces round the ducts of the palatine glands which 
are often obliterated by the hyperkeratosis. 

Six cases are reported, all in men who were heavy 
pipe smokers. Nearly all the cases previously reported 
have been in smokers, usually heavy pipe or cigar smokers. 
The condition appears to occur in about 1% of subjects, 
being commonest in men over 40 years of age. Syphilis 
is probably not a factor. Usually there are no symptoms, 
though the palate may feel rough to the tongue and the 
condition can usually be cured by stopping smoking or 
by protecting the palate with a denture. Malignant 
change has not been reported. J. W. Litchfield 


535. Hypertrophic Pyloric Stenosis in the Adult 
M. G. VorHAus. Gastroenterology [Gastroenterology] 
1, 464-468, Oct., 1946. 17 refs. 


This is an account of a case of hypertrophic pyloric 
stenosis in an adult male, aged 46, who gave no previous 
history of any gastric complaint. In the discussion 
which followed the paper, reference was made to other 
personal cases and to 11 cases reported in the literature 
since 1928. With problems of psychosomatic medicine 
in mind, the author investigated the patient’s mode of 
life at home and at work, but nothing of importance was 
discovered. His parents were interviewed, but there was 
no evidence of the occurrence of pyloric stenosis in 
infancy. J. W. McNee 


536. Gastric Lesions Produced by Camphor. (Lesioni 
gastriche da canfora) 

A. Repetto. Pathologica [Pathologica) 38, 86-95, 
July-Sept., 1946. 7 figs., 61 refs. 


The chief theories of the causation of gastric ulcer and 
the main results of experimental work are reviewed. 
The conclusion is that the most important aetiological 
factor is vascular disturbance, either functional or 
organic and possibly due to a wide variety of causes. 
Ulcers due to camphor are, like most gastric ulcers 
produced experimentally, of the acute type. Experi- 
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ments were carried out on 10 dogs whose initial weights 
ranged from 4 to 19 kg. During the experiment there 
was a loss of weight, usually from 0-2 to 0-8 kg. [final 
weights not stated]; there were also signs of camphor 
poisoning, especially anorexia and vomiting. The 
camphor was made up in a 30% solution [solvent not 
stated] and emulsified in 1% agar. Each dog received 
0-5 g. camphor per kilo of fasting body weight every 
morning for 3 to 30 days. The dose was given through a 
rubber tube passed into the oesophagus through a hole in 
a piece of wood holding the dog’s jaws apart. The chief 
gastric lesions were haemorrhages and ulcers but neither 
haemorrhages nor ulcers were constantly present, and 3 
dogs showed no lesions. The results may be due in 
part to local irritation of the gastric mucosa by the 
camphor solution, but the decisive factor is considered 
to be diminished secretion of gastric mucin with corres- 
ponding loss of physical protection of the mucosa. The 
hyposecretion of mucin is attributed to lack of glycuronic 
acid, which is used up in the liver, where it combines 
with the camphor. 

The author recalls Sabatini’s warning against the use 
of camphor in patients with liver diseases or after 
operations on the biliary tract. Probably owing to 
insufficient production of glycuronic acid, which is 
needed to neutralize the camphor, patients receiving 


- camphor in normal therapeutic doses may show signs of 


intoxication—extreme weakness, pallor, vomiting, and 
thready pulse. Raymond Whitehead 


537. Gastrocolic Fistula. A Clinical and Experi- 
mental Study 

R. J. RENSHAW, F. E. TEMPLETON, and R. M. 
KISKADDEN. Gastroenterology [Gastroenterology] 7, 511- 
521, Nov., 1946. 7 figs., 10 refs. 


The authors, after a short account of the existing 
clinica] and radiological evidence that intestinal contents 
in gastro-colic fistula pass from the colon to the jejunum 
and stomach and not from the stomach to the colon, 
describe experiments on 7 dogs in which gastro-colic, 
gastro-jejuno-colic, and duodeno-colic fistulae were 
produced surgically. In 3 dogs none of a barium meal 
short-circuited through the fistula into the colon, 
and in the remaining 4 only a very little was short- 
circuited. The dogs developed a syndrome comparable 
with that seen in human patients. After remaining well 
for 2 to 6 months they developed microcytic anaemia, 
steatorrhoea, and intermittent diarrhoea. In 2 dogs 
the anaemia became macrocytic in the late stage. Post- 
mortem studies were made in 5 dogs. The stomata 
measured 3 to 4 cm. in diameter; the macroscopical 
appearance of the stomach varied from normal to that 
of a catarrhal inflammation; and in 2 dogs there was 
“ gastric ulceration”. The changes in the upper small 
intestine were more marked. Microscopically there was 
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a “striking” infiltration of the papillae with lympho- 
cytes and plasma cells, and there was some fibrosis. 

Ten patients with gastro-colic fistula were also studied 
radiologically. In all, barium given as an enema 
passed into the stomach. When barium was given 
by mouth, in 8 out of the 10 none passed from the 
stomach to the colon. In 2 patients a little barium 
passed through the fistula from the stomach, but most 
of it passed normally along the small intestine. 

[The authors’ conclusion that deranged function of the 
small intestine resulting from faecal contamination is 
responsible for the symptoms has long been familiar to 
gastro-enterologists, but the paper is important as 
students are still taught the short-circuit theory, and in 
consequence the radiologist is still asked to demonstrate 
the fistula by giving a barium meal instead of being asked 
to give a barium enema.] Denys Jennings 


538. The Role of the Emotions in the Production of 
Gastro-intestinal Disturbances 

J. P. S. Catucart. Canadian Medical Association 
Journal (Canad. med. Ass. J.| 55, 465-470, Nov., 1946. 
1 fig., 4 refs. 


This paper gives a general review of the relationship 
between anxiety states and peptic ulcer, emphasizing 
especially the author’s view that hostility, frustration, 
and resentment are major factors in the production and 
persistence of peptic ulceration. He emphasizes, but 
without specific statistics, the frequency of unrecognized 
tension and insecurity in ulcer patients, and considers 
that no such patient is correctly treated without inquiry 
into emotional and nervous factors. No experimental 
or detailed psychiatric studies are given, but a chart 
comparing admissions for peptic ulcer and anxiety 
neurosis is included which presents a striking parallelism; 
this is from the Statistical Division of the Department of 
National Defence Army in Canada. Thomas Hunt 


539. The Effect of Transthoracic Vagotomy upon the 
Clinical Course of Patients with Peptic Ulcer 

J. M. Rurrin, K. S. Grimson, and R. C. SMITH. Gastro- 
enterology [Gastroenterology] 7, 599-606, Dec., 1946. 
12 refs. 


The results of transthoracic vagotomy (Dragstedt) 
in 30 patients in Duke Hospital, Durham, N. Carolina, 
are fully described. In all patients but 2, in whom 
psychiatric troubles had occurred beforehand, complete 
clinical relief of all symptoms resulted. The complica- 
tions resulting from the operation itself are given in 
detail. 
is frequent; in 3 cases relief by further surgery was 
required, while in 18 cases gradual recovery from the 
gastric retention occurred after several months. Other 
complications are essentially due to the thoracotomy. 
Fluid accumulated in the pleural cavity in every case, 
but never required aspiration. Atelectasis occurred 
5 times, and pneumonia, easily controlled by sulphon- 
amides, also in 5 cases. Pain at the site of operation is 
often very severe at first, and opium is needed to control 


Dilatation and delayed emptying of the stomach” 


it. Transient diarrhoea is common for a few days, but 
its cause is unknown. Investigations showed that, 
while decrease in volume and diminution of acidity of 
the gastric contents are usually found after the operation, 
in 4 cases the hydrochloric acid level remained unchanged, 
The one striking result of the operation, so far almost 
universally recorded, is the relief from all gastric pain, 
J. W. McNee 


540. Radiology of Secondary Intestinal Tuberculosis 
during Healing and after Cure. (La radiologie de |g 
tuberculose intestinale secondaire en voie de guérison et 
guérie) 

F. Warmoes. Acta Gastro-Enterologica Belgica [Acta 
gastro-ent. belg.] 9, 526-533, Nov., 1946. 6 figs. 


The radiological findings in cases of intestinal tuber- 
culosis (secondary to pulmonary tuberculosis) are 
described as being of two kinds—‘“ functional” and 
“organic”’. The functional signs are absence of normal 
segmentation movements, loss of haustration, spasm, 
diminution of intestinal calibre, and localized or general- 
ized intestinal hurry. The organic signs are chiefly 
produced by ulceration. They consist of niches, irregular 
or split outline of the gut, and evidence of shedding and 
interruption of the mucosal folds. The presence of 
exudate causes the shadow to be less dense than normal. 
Other findings include either thickening or disappearance 
of the mucosal folds, strictures with proximal dilatation, 
and “* pseudo-polyps ”’. 

During healing the functional signs disappear first, 
followed by the organic, but in severe cases there is 
usually permanent deformation by scarring. The 
mucosa sometimes temporarily shows a mammillated or 
a reticular pattern, but later returns to normal. Con- 
traction and stenosis in the neighbourhood of the caecum 
and ileo-caecal valve are common, but in the colon.are 
rare. 

From the radiological appearances it is often difficult 
to say when complete healing has taken place. Clinical 
signs do not help, for these clear up before the radiological 
ones. The only unequivocal sign of final healing is a 
radiologically normal intestine. When residual scarring 
and deformity persist, only time will prove whether 
complete healing has taken place. John R. Forbes 


541. Intestinal Pseudomonas pyocyanea Infections. 
(Ueber intestinale Pyocyaneuserkrankungen) 


W. ZISCHKA. Wiener Klinische Wochenschrift (Wien. 
klin. Wschr.] 58, 606-610, Oct. 18, 1946. 3 figs., 20 refs. 


The pathogenicity of Pseudomonas pyocyanea is difti- 
cult to establish. It is a recognized cause of gangrenous 
ecthyma, otitis media, meningitis, umbilical infection, 
conjunctivitis, and ulcerative keratitis. In the intestine 
the organism is usually regarded as a saprophyte, 
although new reports continually demonstrate its patho- 
genicity. Clinically such cases can simulate bacillary 
dysentery or typhoid fever and are only distinguishable 
by bacteriological findings. 

Two cases are here described. In the first, a 3-month- 
old infant with seborrhoeic dermatitis developed diarrhoea 
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with enlarged spleen and liver and a high tempera- 
ture. Haematemesis occurred shortly before death on 
the twentieth day. Post-mortem examination showed 
furunculosis, bronchopneumonia, a large liver and 
spleen, and haemorrhages in the gastric and intestinal 
mucosa with necrosis. Lymph nodes were not enlarged. 
Ps. pyocyanea was found in cultures from gut and spleen. 
In the second case, a boy of 14 months, with a fortnight’s 
history of pyrexia and diarrhoea, became weak, ema- 
ciated, and delirious, with normal reflexes and no nasal 
or aural abnormality. On the fourth day bilateral 
otitis media developed, and on the eighth day the 
antrum on each side was opened and pus obtained. 
Death occurred on the tenth day. Necropsy revealed 
little change at the operation site, slight broncho- 
pneumonia, an enlarged fatty liver, a soft enlarged spleen, 
normal stomach and duodenum, and an ileal mucosa 
reddish, swollen, and studded with yellowish dry patches 
and punctate haemorrhages. Mesenteric nodes were 
enlarged. Ps. pyocyanea was found in culture from the 
intestine and in pure culture in lymph nodes and spleen. 
Histological examination of the ileum revealed denuded 
mucosa, haemorrhages, some infiltration, and ulcers 
penetrating to the subserous layer. The spleen showed 
haemorrhages and necrosis, and there was evidence of 
fatty degeneration and necrosis in the liver. 

In the first case the diffuse haemorrhages indicate a 
blood-borne metastatic infection. The furuncles could 
have been the source of infection (the pus was not 
examined), but a primary enterogenous infection is just 
as probable. Besides the older ulcers, probably primary, 
there were also fresh deep haemorrhages and necrosis, 
which may have been metastatic. Successive stages of 
the lesions were demonstrable and there was no evidence 
of reaction in the tissues. The histological findings in 
case 2 are reminiscent of typhoid and the original focus 
was almost certainly in the intestine. There was evidence 
of inflammatory reaction, but bleeding and necrosis 
appear to have been the first morphological changes. 
Signs of healing were not seen and death was due to 
complications. A less massive infection would have led 
to an enteritis; this occurs chiefly in children and can be 
epidemic. Ps. pyocyanea is demonstrable in the stools. 
The condition, described as pyocyaneus dysentery, occurs 
in two forms: (1) a prolonged catarrh of the bowel, with 
high fever and exacerbations, profuse stools, and fairly 
good general condition; (2) a severe intoxication with 
high, remittent fever and general malaise, not usually 
fatal ; thus little is known of the pathological anatomy. 

Mary Edwards 


542. Succinyl Sulfathiazole (Sulfasuxidine) in the 


Treatment of Chronic Ulcerative Colitis. A Report of 
55 Cases followed Two Years; Its Value by Retention 
Enema in Early Cases 

E. N. Coruins and J. S. HEwLetr. Gastroenterology 
[Gastroenterology] 7, 549-554, Nov., 1946. 12 refs. 


Fifty-five cases of chronic ulcerative colitis were 
treated by the authors with “‘ sulphasuxidine’’. When 
the disease was limited to the left colon and rectum, 
2 g. of sulphasuxidine was given in 200 ml. of warm water 


205-223, Nov. 9, 1946. 
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as a retention enema at bedtime. In other cases the oral 
route was used, but only 1 g. 4 times a day was given 
instead of the usual dose of about 15 g. daily, as the 
authors “ were surprised to find that if the sulphasuxidine 
was at all helpful, it’ was helpful with smaller doses ”’. 
In all types of case, treatment was given for periods of 
2 weeks with intervening rest periods of 1 week. As 
improvement took place the rest periods were lengthened. 
Any improvement which occurred was seen during 
periods of concomitant rest and dietetic therapy. Only 
3 of the patients were in hospital; the remainder were 
ambulant. The average period of treatment was 
84 months and the average follow-up after cessation 
of treatment was 144 months. [No information is 
given as to the scatter about these averages, but some 
patients may have been observed for as long as 4 years.] 
No improvement occurred in 10 patients, but 41 had a 
complete remission. The authors attribute their excel- 
lent results to the fact that 39 patients were early mild 
cases with no suggestion of irreparable damage to the 
rectal or colonic mucosa. Only | patient in the series 
showed any sign of toxaemia which is defined as fever or 
such sign as “leucocytosis, nausea, vomiting, rapid . 
pulse rate, and prostration, regardless of the extent of the 
disease ’’. 

[Many readers will find this an unconvincing thera- 
peutic trial. There was no control series and, as the use 
of sulphasuxidine was discontinued unless there was a 
favourable response within 14 days, the treated group of 
55 patients apparently consisted entirely of responsive 
cases. ] Denys Jennings 


543. The Bilirubin Content of Blood and Urine in 
Jaundice. (La bilirubine sanguine et urinaire au cours 
des ictéres. Rétention et élimination suivant la nature 
de l’ictére et |’état fonctionnel du foie) : 

M. ENACHESCO, V. COMANESCO, and M. ZAMFIRESCO. 
Acta Medica Scandinavica [Acta med. scand.] 126, 
14 refs. 


Few quantitative studies have been made of the excre- 
tion of bilirubin by the kidneys in icteric states. The 
authors were impressed by the surprisingly high concen- 
trations of bilirubin met with in the blood of jaundiced 
patients. Thus they have found levels as high as 465 mg. 
per litre, or 93 times the normal content. Retentions of 
this order are not met with in the case of other substances 
excreted by the kidneys. They find that there is no renal 
threshold of excretion in the case of bilirubin, and that 
it is present in the urine of persons showing a normal 
bilirubinaemia. 
blood bilirubin 14,2 find that this 
urine bilirubin 
is low in jaundice due to mechanical causes, while in the 
jaundice associated with hepatic cellular damage it is 
high—in other words, in the latter group bilirubin is 
excreted with difficulty. In long-standing mechanically 
produced icterus the quotient rises, owing presumably 
to cellular damage. The difference between the two 
groups is not due to renal damage, and, though in most 
instances a high quotient is associated with an increase in 
the plasma globulins, resulting from the hepatic lesion, 
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this is not always the case. The increase in the quotient 
cannot therefore be attributed to adsorption of bilirubin 
by the globulins. On the other hand, a high quotient 
is associated with a positive galactose test, indicating 
hepatic cellular damage. In jaundice due to mechanical 
causes the bilirubin of the blood is of the type giving the 
direct van den Bergh reaction: in the group of icteric 
states associated with hepatic cellular damage varying 
amounts of bilirubin are of the “indirect” type. 
Figures are given showing that a high quotient is asso- 
ciated with the presence of “ indirect” bilirubin. It is 
suggested that a quotient above 2 indicates that the 
icterus is accompanied by hepatic cellular damage, and 
that this method of examination may be useful in differen- 
tiating jaundice due to this cause from obstructive types. 

[The few figures given show but little relationship 
between the proportion of “ indirect bilirubin ’’ present 
and the quotient, and the authors admit that they have 
seen cases in which the quotient was high and the 
amount of “ indirect ’’ bilirubin present in the blood low. 
They suggest that, besides the indirect type of bilirubin, 
there may be other forms of bilirubin giving the “* direct ” 
reaction but not readily excreted by the kidneys. It is 
of course well known that the “ indirect” bilirubin of 
haemolytic icterus does not appear in the urine.] 

O. L. V. de Wesselow 


544. Cirrhosis of the Liver and Diabetes as Related to 
Hemochromatosis 

P. A. HersuTt and H. T. TAMAKI. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] %, 640-650, 
Oct., 1946. 12 figs., 26 refs. 


Post-mortem investigations were carried out at Jeffer- 
son Medical College Hospital, Philadelphia, on 115 
cases of cirrhosis of the liver with a view to elucidating 
the pathogenesis of haemochromatosis. Histological 
sections of the pancreas were available in 60 of the 
cases; in 51 of these diffuse fibrosis of the pancreas was 
present. These 51 cases were divided into 6 groups: 
(1) cirrhosis of the liver and fibrosis of the pancreas with- 
out pigmentation or diabetes (16 cases); (2) cirrhosis of 
the liver and fibrosis of the pancreas with diabetes but 
without pigmentation (3 cases); (3) pigmentation and 
cirrhosis of the liver and fibrosis of the pancreas without 
diabetes (20 cases); (4) pigmentation and cirrhosis of 
the liver and fibrosis of the pancreas witb diabetes 
(2 cases); (5) pigmentation and cirrhosis of the liver and 
pigmentation and fibrosis of the pancreas without 
diabetes (8 cases); (6) pigmentation and cirrhosis of the 
liver and pigmentation and fibrosis of the pancreas with 
diabetes (2 cases). A representative case from each 
of these groups is described in detail. From the analysis 
of these cases it appears that various combinations of 
fibrosis of the liver and pancreas with and without pig- 
mentation or diabetes may occur, and it is difficult to 
decide exactly when to apply the term “ haemochroma- 
tosis”. The authors believe that these combinations 
of lesions are related to one another, and conclude that 
there is a definite relationship between fibrosis of the 
liver, simple diabetes, and haemochromatosis. They 
advance the hypothesis that fibrosis of the liver and 


diabetes may be caused by a single substance, such as 
alloxan, and that the cirrhosis may be further aggravated 
by dietary deficiencies and hypercholesterolaemia, 
Fibrosis of the pancreas may then result from portal 
hypertension consequent on hepatic cirrhosis, and 
haemosiderosis may follow from an abnormal retention 
of exogenous and endogenous iron. G. Popjdak 


545. Anatomical Changes in the Liver after Trauma 
E. G. L. Bywaters. Clinical Science [Clin. Sci.] 6, 
19-39, 1946. 8 figs., 25 refs. 


Study of material from 24 patients who died after 
crushing injury with prolonged compression and from 
18 patients who succumbed to severe injury not involving 
prolonged compression (mainly fractures) showed that 
in a high proportion the liver presented necrosis of the 
central or midzonal cells of the lobules. This necrosis 
seemed to date from the time of injury. It occurred 
usually in the most severely injured cases as judged by 
blood-pressure recordings and the amount of transfusion 
fluid given, and is probably caused by restricted blood 
and oxygen supply to the liver. Its distribution within 
the lobules may be explained by differences of blood 
supply from the surrounding portal tracts. The left 
lobe of the liver was affected more than the right in all 
cases. Mitoses were fairly. numerous in 7 out of 9 
patients who died 6 days or more after the injury, and 
whose tissues were fixed within 24 hours of death. 
Investigation of the distribution of mitoses suggests 
that they are also related to functional damage to the 
organ resulting from circulatory disturbances immediately 
following injury. G. R. Cameron 


546. Pigmentary Changes in Familial Non-haemolytic 
Jaundice 

H. J. Barrie. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 58, 633-641, Oct., 1946. 1 fig., 17 refs. 


A case of familial non-haemolytic jaundice is described 
in which very full laboratory investigations were carried 
out. These include a daily record of stercobilin excretion 
and blood bilirubin for a period of 34 days. The use of 
charcoal as a time-marker showed that stercobilin 
excretion varied directly with the blood bilirubin during 
the stage of jaundice. This suggests that the daily 
fluctuations in bilirubin were probably due to variation 
in haemolysis rather than to variation in liver function. 
The result of the hippuric acid synthesis test suggested a 
reduced liver function which was reflected in the constant 
defect in excretion of bile. R. H. D. Short 


547. Basophilism and Carcinoma of the Pancreas 
A. C. Crookxe. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 58, 667-673, Oct., 1946. 8 refs. 


A case of Cushing’s syndrome associated with car- 
cinoma of the pancreas in a woman of 28 admitted to the 
Endocrine Unit of the London Hospital is described, 
and 3 similar cases reported in the literature are reviewed. 
The association is too frequent to be due to chance. 

R. A. Willis 
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548. Pituitary Hypothyroidism with Impaired Renal 
Function 

R. A. MILLER. British Medical Journal (Brit. med. J.] 2, 
650-651, Nov. 2, 1946. 6 refs. 


In 1943 the syndrome of pituitary hypothyroidism and 
impaired renal function was described by Beaumont and 
Robertson. The present author attributes the thyroid 
hypofunction to either thyroid degeneration or a pituitary 
dysfunction resulting from hypophyseal degeneration, 
pituitary tumour, or cerebral tumour. The resultant 
hypothyroidism presents the classical features of myx- 
oedema. The author reports the first known case of the 
syndrome resulting from head injury. A soldier, aged 
23 years, sustained a large fronto-temporal skull defect 
from shrapnel wound. The subjacent frontal cerebral 
lobes were extensively damaged. After initial coma the 
patient showed cerebral signs, including gross disorienta- 
tion and retarded cerebration, although his mental capa- 
city was above the average. Subsequently his appetite 
deteriorated, he felt cold, and lost weight. For 9 months 
after the injury, a subnormal temperature, right-sided 
hyposmia, and narrowed left palpebral fissure were noted. 
Urinary examination was negative, but the specific gravity 
(1,004 to 1,030) was higher by day than by night. The 
water secretion in 2 hours after drinking 2 pints (1,136 
ml.) was 13 oz. (368 ml.); the blood urea was 29 to 35 
mg., but urea clearance was only 48% of normal. The 
glucose-tolerance test was normal, but the basal metabolic 
rate was —21%. The history revealed no intracranial 
lesion suggesting that the hypothyroidism was attribut- 
able to pituitary damage. The characteristic features of 
cardiac failure, nephritis, and Addison’s disease, which 
may present a low basal metabolic rate with renal 
dysfunction, were entirely absent. A diagnosis of 
Simmonds’s disease was ruled out by the absence of 
cachexia, the increased sugar tolerance, and the low blood 
sugar. 

The water excretion and urea clearance tests require 
explanation. The daily output was normal, but the 
diurnal amount exceeded the nocturnal excretion, a rever- 
sal of the normal findings suggesting failure of pituitary 
hormonal control and postural effect. The effect of the 
former factor is probably analogous to the recognized 
normal findings in pregnancy during which the blood 


' volume is increased and water is tissue-bound, while at 


night the excess is excreted. The hormones responsible 
for producing the diuresis are the thyrotrophic (pituitary) 
and the thyrogenic (thyroid). In the case cited the pos- 
tural factor is required to explain the alternating oliguria 
and polyuria. The upright posture is known to increase 
oliguria, which may occur in ambulant cardiac cases, and 
be due to “* occult oedema ” and a binding of fluid to the 
lower extremities. Probably the abnormal excretion in 
Pituitary hypothyroidism results from both endocrine 


dysfunction and postural variation. A urea clearance of 
48% is usually due to renal disease, but in the case cited 
polyuria, albuminuria, and abnormal deposits were 
absent. The cause was thus extrarenal. It has been 
shown that the urea clearance in myxoedema is improved 
by thyroid administration although it does not become 
normal. The reversed day/night ratio of the urinary 
specific gravity is oe with the reversed day/night 
output. Arthur A. Bradley 


549. Anatomical and Histological Lesions of the Liver 
in Experimental Thyroxine Poisoning and in Hyper- 
thyroidism. (Les lésions anatomiques et histologiques 
du foie dans l’intoxication thyroxinienne expérimentale 
et dans I’hyperthyroidisme) 

P. Guye and E. RUuTISHAUSER. Annales d’ Anatomie 
Pathologique et d’Anatomie Normale Médico-chirurgicale 
[Ann. Anat. path. méd.-chir.] 17, 1-34, 1947. 15 figs., 
67 refs. 


This paper from Geneva is well documented. Experi- 
ments were made on rabbits and post-mortem observa- 
tions on 28 cases of human thyrotoxicosis. Histologically 
there is a basic similarity. The authors describe in the 
severe cases a generalized atrophy of the hepatic 
parenchyma with gross cytoplasmic deprivation (glyco- 
genolysis) ; in the more extreme cases there is also a 
necrosis, generally central and most obvious in the 
subcapsular zone. Intoxication of low intensity and 
short duration produces lesser parenchymatous lesions 
of reversible degree. If of longer duration or repeated, 
the intoxication is followed by fibrosis, both primary 


’ (portal in situation) and secondary (in relation to the 


necrosis). A. C. Lendrum 


550. The Treatment of Thyreotoxicosis by Concurrent 
Administration of Thiouracil and Iodine 

I. MAxweELL, G. GUNTER, and K. ScHwarz. Medical 
Journal of Australia [Med. J. Aust.] 2, 793-799, Dec. 7, 
1946. 16 figs., 9 refs. 

Thiouracil in animals and in man induces hyperplasia 
of the thyroid. Thé gland becomes so vascular and 
friable that the difficulties of thyroidectomy are increased. 
The authors record the results of treating 56 patients 
(52 females) with thiouracil and iodine concurrently. 
Of these 19 later had a subtotal thyroidectomy, the 
indications for operation being: (1) presence of a large 
goitre, unsightly or causing pressure on surrounding 
structures; (2) long distance of the patient from medical 
aid; (3) suspicion of malignancy; (4) toxic effects from 
thiouracil (the usual toxic symptoms were noted in this 
series); and (5) low mentality of the patient and conse. 
quent difficulty in appreciating the need for prolonged 
medical treatment. In the authors’ experience thiouracil 
and iodine given concurrently in most cases reduced the 
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basal metabolic rate to normal in 15 to 20 days. In 
contrast to the friable bleeding gland found after pre- 
operative preparation with thiouracil alone, on combined 
thiouracil and iodine treatment the gland at operation 
is said to be easy to handle, firm with stored colloid, and 
not hyperplastic. There is a brief discussion on the 
theoretical basis for the combined use of the two drugs, 
and a detailed table recording the beneficial results of 
their prolonged administration (up to 26 months) in the 
39 cases thus treated without operation. 
Henry Cohen 


551. .The Estimation of 2-Thiouracil in Plasma and 
Urine following its Administration in Thyreotoxicosis 
L. E. A. Wricutr. Medical Journal of Australia (Med. 
J. Aust.] 2, 800-809, Dec. 7, 1946. 45 refs. . 


Using Grote’s reagent—a solution of sodium nitro- 
ferricyanide which reacts with the C=S portion of the 
thiouracil molecule to produce a soluble green-coloured 
complex—-the author has investigated the amount of 
thiouracil in the plasma and its excretion in the urine 
during the treatment of thyrotoxicosis. He finds that 
the drug is equally distributed between cells and plasma, 
and that on a dose of 0-8 g. per day the amounts in the 
plasma are of the order of 0-3 to 0-5 mg. per 100 ml. 
In mice given the drug in a concentration equal to 1% of 
their solid food intake the plasma levels were strikingly 
elevated; after 26 weeks of continued intake 20-7 mg. 
per 100 ml. was found, though the dose had been increased 
to 2% for 24 hours before the experiment was concluded. 
The table showing urinary excretion of thiouracil in 
24 thyrotoxic patients suggests that the greater the 
patient’s needs—that is, the higher the basal metabolic 
rate and the larger the thyroid—the less the excretion; 
thus the action of thiouracil in thyrotoxicosis is ‘* quanti- 
tative’ in nature. The solubility of thiouracil in urine 
is half that in plasma; hence fluid intake should be 
increased during the administration of the drug. 

Henry Cohen 


552. Methyl Thiouracil in Thyreotoxicosis 
H. R. G. Poate. Medical Journal of Australia [Med. J. 
Aust.] 2, 799-800, Dec. 7, 1946. 


Basing his views on his experience of 100 cases of 
thyrotoxicosis treated by thiourea or thiouracil, and 
38 cases treated by ‘methyl thiouracil, the author asserts 
that methyl thiouracil is now the drug of choice but that 
each patient must be regarded as an individual problem 
in dosage and no rule-of-thumb method should be adopted. 
He commences with 0-1 g. thrice daily, and regulates 
the dose until a normal or minus metabolic rate is 
attained; the dose necessary for this is maintained for a 
minimum period of 3 months before stopping treatment, 
unless any toxic symptoms occur. He advocates con- 
current sedation, and the giving of mixed vitamins, a diet 
rich in protein especially if wasting is marked, and liver 
extract if the leucocyte count falls below 5,000 per c.mm.; 
he urges regular supervision of the patient under treat- 
ment and for 6 months after its cessation. The most 


DISORDERS 


satisfactory response is found with acute hyperplastic 
toxic goitre; the earlier treatment is instituted the more 
rapid is the response and the more satisfactory the final 
result. In such cases 85% of apparent cures is claimed, 
Where marked enlargement of the gland and ex. 
ophthalmos are present, dried thyroid gr. 4 (32 mg) is 
given twice daily as soon as a minus metabolism has been 
established, and this dose is continued during the whole 
maintenance period. For all patients with adenomatous 
goitre he advocates surgery, “‘ if only as a prophylactic 
measure against carcinoma in later life”. interesting 
to note that the author writes: “‘ The previous administra- 
tion of iodine doubles the average time required to secure 
an adequate response ”’. , 

[This paper is full of impressions; it lacks the statistical 
data necessary for their critical assessment. What firm 
evidence is available to show that the risk of supervening 
carcinoma is greater than that of thyroidectomy ?] 

Henry Cohen 


553. Complications Following the Administration of 
Thiouracil 

W. H. Bererwactes and C. C. StTurGis. American 
Journal of the Medical Sciences [Amer. J. med. Sci.) 212, 
513-522, Nov., 1946. 17 refs. 


The authors have treated 80 toxic goitre patients with 
thiouracil without any fatal reactions. They have, 
however, collected from the literature 7 fatal cases of 
agranulocytosis and tabulated them with reference to 
age and sex, complications, duration, and treatment 
administered. 

The chief factors in bringing about a fatal issue are 
failure to administer penicillin promptly, disregard of 
significant symptoms, and delay in discontinuing the 
drug after such symptoms have appeared or leucopenia 
of less than 2,000 per c.mm. has developed. The 
authors believe that penicillin therapy is the most 
effective in thiouracil agranulocytosis. They have 
observed agranulocytosis in a patient who was taking 
15 g. of brewer’s yeast daily. In their own series of 
80 patients no haematological reactions were seen other 
than leucopenia, which occurred 6 times (5 patients); 
in 3 of these instances (2 patients) total agranulocytosis 
was observed, and was successfully treated with penicillin. 
Apart from leucopenia, thiouracil had to be discontinued 
on account of febrile reaction (1 patient out of 80), 
carcinoma complicating nodular goitre (2 patients), 
and failure of thyrotoxic symptoms to disappear after 
full doses had been given for some months (2 patients). 
Very large goitres need surgical removal, but thiouracil 
is useful in premedication. A small percentage of 
patients did not take the drug regularly; in such cases 
there could also be an increased risk of severe agranulo- 
cytosis through disregard ofearly symptoms. Dermatitis, 
jaundice, and oedema of the leg have been described in 
some series of patients treated with thiouracil, but of these 
complications only an acneiform dermatitis was seen in 
1 patient in this series. No goitrogenic effect of thiouracil 
was observed. The incidence of progressive exoph- 
thalmos was no higher than after thyroidectomy; the 
authors say they now treat malignant exophthalmos with 
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thiouracil plus desiccated thyroid. In conclusion, they 
recommend thiouracil as an effective agent in toxic 
goitre, both diffuse and nodular. It is superior to iodine, 
as it can be relied on to bring the basal metabolic rate 
down to normal before operation. The most serious 
objection to the use of the drug is the occasional develop- 
ment of agranulocytosis; and the authors believe that 
penicillin and prompt discontinuance of the drug will 
avert fatalities. 

[This comprehensive paper should be read in full by 
those carrying out thiouracil treatment; the emphasis 
on early recognition of symptoms, rather than infre- 
quent blood counts, in detecting leucopenia is specially 
valuable.] D. A. K. Black 


554. The Adrenotrophic, Renotrophic and Cardio- 
trophic Activities of Lyophilized Anterior Pituitary in 
Thyroidectomized Rats 

E. C. Hay. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 212, 535-537, Nov., 1946. 11 refs. 


The author reviews published work on the effect of 
thyroid and pituitary extracts in increasing the size of 
the heart and kidneys relative to body weight. He then 
describes experiments to determine whether pituitary 
extract could have this effect in thyroidectomized 
animals. Lyophilized anterior pituitary extract (L.A.P.) 
was administered to male albino rats. With a dose of 
30 mg. daily for 16 days no definite effect on kidney and 
heart size was observed. With a dose of 64 mg. per day 
for 21 days definite proportional increase in heart and 
kidney weight was observed in thyroidectomized castrated 
tats. In control castrated rats with intact thyroids the 
increase in the weight of heart and kidneys was even 
larger. Increase in weight of the adrenals was also 
observed with this dosage of L.A.P., and was again 
greater in animals with an intact thyroid. It is concluded 
that L.A.P. increases the size of adrenals, heart, and 
kidneys even in thyroidectomized rats, but to a lesser 
degree than in rats with an intact thyroid. 

D. A. K. Black 


GENITAL GLANDS 


555. The Experimental Production 
Anomalies 

D. H. Endocrinology [Endocrinology] 39, 105— 
119, Aug., 1946. 8 figs., 18 refs. 


Castrated monkeys were injected with various com- 
binations of oestrogens and progestogens. Withdrawal 
and threshold bleeding patterns were produced which 
resembled clinically recognized menstrual abnormalities. 
Each type of bleeding pattern could be provoked by a 
variety of dosages and combinations of ovarian prepara- 
tions. The occurrence of bleeding was independent of 
the endometrial pattern; this confirms the clinical 
evidence that the mechanism of bleeding is probably 
primarily vascular. 

It is argued that the experiments demonstrate that 
there is no constant type of hormonal imbalance associ- 
ated with a particular pattern of menstrual disturbance. 


of Menstrual 


On the other hand, it is admitted that the treatment in 
the experiments cannot be compared quantitatively with 
clinical ovarian failure, as nothing is known of the 
quantitative hormonal output of either the normal or 
abnormal ovary. 

[It would seem, therefore, that the mechanism of 
production of clinical menstrual disorders has still to be 
investigated, and that the evidence presented adds little 
not already known from clinical experience of oestrogen 
administration in the castrated human subject.] 

P. M. F. Bishop 


556. Effect of Testosterone on the Sedimentation Rate. 
(Action de la testostérone sur la vitesse de sédimentation. 
Note préliminaire). 

G. LarocHe and M. Hocuretp. Annales d’Endo- 
crinologie [Ann. Endocrinol.] 7, 224-230, 1946. 14 refs. 


Seventy-one women and 11 men were injected with 
40 to 80 mg. of testosterone and the sedimentation rate 
(Westergren) was examined. In 41 women more than 
4 months pregnant, in 10 menopausal women, and in 
the male cases there was no significant change of the 
sedimentation rate in either direction; in 8 women who 
were less than 4 months pregnant and in 12 non-pregnant 
women there was some acceleration (13 out of 20 acceler- 
ated by more than 10%, 4 remained unchanged, and 3 
slowed down). H. Herxheimer 


557. Familial Eunuchoidism: The Laurence-Moon-Biedl 
Syndrome 

A. A. Rotu. Journal of Urology [J. Urol.| 57, 427-442, 
March, 1947. 9 figs., 18 refs. 
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558. The Pituitary Gland and Carbohydrate Meta- 
bolism. I. The Posterior Lobe 

A. B. CorkiLt and J. F. Netson. Medical Journal of 
Australia [Med. J. Aust. 1, 130-134, Feb. 1, 1947. 
10 refs. 


Previous work on the effect of posterior pituitary lobe 
extract is reviewed. There is general agreement on- the 
ability of pituitrin to produce hyperglycaemia in the 
presence of an adequate glycogen store in the liver but 
not on whether this action is directly on the liver or 
through the adrenal glands. To determine this experi- 
ments were made on adult cats under “ amytal” 
anaesthesia. 

It was possible to produce mild but prolonged hypo- 
glycaemia in normal cats by subcutaneous injection of 
5 units of regular insulin (Commonwealth Serum 
Laboratories). Blood glucose, determined by the method 
of Hagedorn and Jensen on samples taken from the caro- 
tid artery, was 148-145 mg. per 100 ml., but fell to 92 mg. 
per 100 ml. 60 minutes after the injection and 42 mg. 
after 2} hours, remaining at or below this level (32 mg. 
6 hours after the injection). When 5 units of insulin 
had lowered the blood sugar from 120 to 42 mg. per 
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100 ml. 14 hours after the injection, 1 ml. P.P.E. (posterior 
pituitary extract “‘ surgical ” containing 20 pressor units 
per ml.) injected subcutaneously checked any further 
fall; instead the blood sugar rose to 81 mg. per 100 ml. 
14 hours later. 

It was confirmed that an adequate glycogen store in the 
liver was necessary for this effect when pituitary—insulin 
antagonism failed to occur in a cat with 0-1% liver 
glycogen (blood-sugar levels were 142 mg. per 100 ml.; 
47 mg. 90 minutes after injection of 5 units of insulin, 
and 40 mg. 90 minutes after the injection of 1 ml. P.P.E.). 
In an eviscerated cat with intact kidneys and adrenal 
glands in which the blood sugar was maintained at 
213-215 mg. per 100 ml. by intravenous infusion of 
glucose 60 mg. per hour, 10 units of insulin reduced the 
blood sugar to 45 mg. per 100 ml. in 24 hours but 1 ml. 
of P.P.E. was unable to raise it (43 mg. 2 hours after 
injection) nor did a rise follow 1 hour after the injection 
of 0-3 mg. of adrenaline. The higher nerve centres are 
not involved in pituitary-insulin antagonism. In a 
cat whose spinal cord had been severed in the cervical 
region and its brain destroyed, 10 units of insulin 
lowered the blood sugar from 268 to 62 mg. per 100 ml. 
in 24 hours, but it rose to 86 mg. 90 minutes after 1 ml. 
of P.P.E. Three units of insulin was able to lower the 


_ blood sugar from 240 to 50 mg. per 100 ml. in 34 hours 


in bilaterally adrenalectomized cats; it was still 46 mg. 
per 100 ml. 74 hours later. There was no rise after 
injection of 1 ml. P.P.E. (original level 141-131 mg. per 
100 ml.; 47 mg. per 100 ml. 90 minutes after 3 units of 
insulin; 47 mg. 90 minutes after 1 ml. P.P.E.) although 
the liver glycogen was 5%. One hour after the injection 
of 0-4 mg. of adrenaline the blood sugar rose to 86 mg. 
per 100 ml., showing that it was the absence of the 
adrenal glands which caused the lack of response to 
P.P.E. The authors conclude that pituitrin acts indirectly 
on the liver by producing a release of adrenaline from the 
adrenal glands. S. A. Simpson 


559. Pituitary—Adrenal Cortical Control of Lymphocyte 
Structure and Function as Revealed by Experimental 
x-radiation 

T. F. DouGHerty and A. Wate. Endocrinology 
[Endocrinology] 39, 370-385, Dec., 1946. 12 figs., 
38 refs. 


The experiments reported were designed to extend the 
information relating to the control of lymphocytes and 
to antibody formation or liberation by adrenal cortical 
hormones and adrenocorticotrophin. Single doses of 
10 r or 100 r of x rays both produce parallel decreases in 
sudanophil material and cholesterol in the adrenals of 
mice, these being taken as indices of the secretion of 
cortical hormone. The effect of the higher dose lasts 
_longer. The 10-r dose produces a fall in the lymphocyte 
count at the third hour after the irradiation, which is not 
shown in adrenalectomized mice. The larger dose 
produces a more marked lymphopenia at a later time 
(24 to 48 hours after irradiation), and this is unaffected 
by adrenalectomy or hypophysectomy. With either 
dose there is an increase in the heterophil leucocytes, so 
that the total leucocyte count is raised or unaltered. 


560. Effects of Hypophysectomy, 


The lymphoid tissue is damaged, showing degeneration 
of the lymphocytes with loss of staining capacity and 
nuclear breakdown. This happens with either dose jn 
intact mice but only with the higher dose jp 
adrenalectomized mice. 

These facts are taken to indicate that x-irradiation 
leads to increased dissolution of lymphocytes within the 
lymphoid organs—directly when high doses are used, 
indirectly by stimulating adrenal cortical secretion with 
lower doses. This interpretation is supported by the 
data on increases in y-globulin in the serum of the mice 
with lymphopenia. That the dissolution liberates anti- 
bodies is suggested by the results of the following 
anamnestic test. Mice were immunized with sheep 
erythrocytes, left until their circulating antibody had 
almost disappeared, and then irradiated. Intact mice 
showed a marked increase in circulating antibody after 
both x-ray doses, adrenalectomized mice only after the 
higher dose. The distinction between the direct and 
indirect effects of x-irradiation on lymphoid tissue 
explains many previous findings mentioned in discussion, 

Peter C. Williams 


Castration, and 
Testosterone Propionate on Hemopoiesis in the Adult 
Male Rat 

R. C. Crarts. Endocrinology [Endocrinology] 39, 401- 
413, Dec., 1946. 12 figs., 25 refs. 


Adult male rats showed a progressive fall in haemo- 
globin level and total erythrocyte count after hypo- 
physectomy; by the fortieth day after operation the 
count had fallen by 40% and there was a microcytic 
hypochromic anaemia. The bone marrow was hypo- 
plastic. During the same period there was a 75% 
increase in the leucocyte count. Daily injections of 
2 mg. of testosterone propionate prevented the fall in 
erythrocyte count, the hypoplasia of the bone marrow, 
and the rise in leucocyte count. The hypochromia, 
microcytosis, and fall in haemoglobin were not so 
pronounced. Castration produced no very marked 
changes in the blood picture; there were slight reductions 
in leucocyte and erythrocyte counts, to levels like those in 
females, and some microcytosis and hypochromia. 
Androgen treatment in castrated rats caused a hyper- 
plasia of the bone marrow. The changes found are 
attributed to upsets in metabolism. 

[The value of this otherwise careful work would have 
been increased if the control rats and the hypophysecto- 
mized ones had been fed in pairs. The food intake is 
usually considerably reduced after hypophysectomy, and 
although the fall in body weight was not altered by the 
androgen treatment this would probably lead to nitrogen 
retention and other effects perhaps likely to offset some 
of the effects of the inadequate food intake.] 

Peter C. Williams 


561. Phaeochromocytoma; Freedom from Symptoms 
after Operation. (Phaeochromocytom; operation—hilsa) 
T. Jansson. Nordisk Medicin [Nord. med.] 33, 565, 
Feb. 28, 1947. 
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562. Eczema and Essential Fatty Acids 

A. E. HANSEN, E. M. Knott, H. F. Wiese, E. SHAPER- 
MAN, and I. MCQUARRIE. American Journal of Diseases 
of Children [Amer. J. Dis. Child.] 73, 1-18, Jan., 1947. 
9 figs., 37 refs. 


There is a possible relationship between a disturbance 
in essential fatty acid metabolism and the occurrence of 
eczema. Animal experiments suggest that unsaturated 


fatty acids are necessary for the preservation of the . 


integrity of the skin. The observation that patients 
with eczema benefited by receiving a diet rich in vegetable 
oils, and the finding of a lowered degree of unsaturation 
in the blood serum of patients with eczema, led to clinical 
trial of its treatment with essential fatty oils. 

A total of 225 cases of eczema was studied. After a 
preliminary control period of 4 or more weeks the patients 
were given fresh lard in doses of 1 to 2 oz. (28 to 56 g.) 
daily, starting with 1 teaspoonful at each meal and 
increasing the amount gradually. In a few cases raw 
linseed oil or corn oil was used. This was continued 
for 2 months or more. There was no difficulty in 
persuading the patients—mainly infants and young 
children—to take this diet. During the increased fatty 
diet no special or altered methods in the way of local 
treatment or elimination diets were used. 

A study was made, in patients and controls, of the 
blood lipids by finding the iodine numbers of the total 
fatty acids, and this tended to confirm the previous 
findings that in eczema there is a lower degree of 
unsaturation than in controls. Moreover, administra- 
tion of fats rich in unsaturated fatty acids caused a rise 
in the iodine numbers of the serum lipid; this was 
most marked in infants under 1 year old. A similar 
rise in iodine numbers was found in cases treated solely 
by crude coal tar ointments. Iodine numbers in serum 
lipids may be reduced by a diet low in fat, by poor fat 
absorption, or by infection. The diet and fat intake of 


_ the patients and controls were similar apart from the 


fat supplement to the patients; fat-absorption tests 
showed no difference between the two groups, and care 
was taken to exclude cases with clinical signs of infection, 
though the difficulty of this was recognized. 

Of 148 patients, in 60 the results were excellent, in 
51 fair to good, and in 37 poor. Results were more 
satisfactory in the younger age groups. The view of the 
authors is that the inclusion in the diet of fats rich in 
unsaturated fatty acids is of benefit in cases of eczema. 
They point out, however, that this does not lessen the 
need for the usual standard treatment and diet. They 
consider that administration of a highly unsaturated 
fatty acid supplement, elimination of sensitive foods, 
and topical application of crude coal tar ointment are 
the most successful measures of treatment. They claim 
that the essential fatty acids restore and maintain normal 
nutrition of the skin. A. G. Watkins 
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563. The Comparative Value of Some Methods of 
Treatment in Cases of Tropical Ulcer 

K. P. Hare. Indian Medical Gazette [Indian med. Gaz.] 
81, 449-451, Nov., 1946. 9 refs. 


An epidemic of tropical ulcer in a group of tea estates 
in Assam allowed the author to estimate the relative 
values of a number of methods of treatment and also to 
compare the average times required for healing with the 
results of previous observers. From a study of the 
literature it appeared that the average time by any 
treatment was not less than 35 days. 

The author’s series consisted of 265 cases; of these, 
86 suffered from a single ulcer less than 2-5 cm. in dia- 
meter, 66 from an ulcer of greater diameter, and 113 had 
more than one ulcer. The high proportion of multiple 
ulcers was a feature of the epidemic. The methods of 
treatment were as follows: Group 1 had a preliminary 
daily dressing with compresses of saturated solution of 
magnesium sulphate until the ulcer was clean, followed 
by daily dressings with cod-liver oil. Group 2 were 
given similar preliminary treatment followed by daily 
application of dry sulphonamide powder. In Group 3 
preliminary compresses of 1 in 150 copper sulphate in 
water followed by daily dressings with 1 in 1,000 acri- 
flavine in sterile liquid paraffin were applied. Group 4 
had preliminary dressings of a paste of copper sulphate 
and phenol in glycerin, followed by daily dressings of 
dry sulphonamide powder. [The paste is prepared by 
grinding up with glycerin as much copper sulphate as 
will be absorbed, and then adding, as an anaesthetic, 
1 part of pure carbolic acid to every 8 parts of solution.] 
Group 5 were given intramuscular injections of penicillin 
to a total of 100,000 units in five doses at 3-hourly inter- 
vals, combined with daily dressing of the ulcers with 
cod-liver oil; no local applications of penicillin were used 
because information was lacking as to how far the sup- 
posed circulatory stasis would interfere with the action 
of penicillin. In Group 6 three injections of neo- 
arsphenamine were given at 5-day intervals, combined 
with local cod-liver oil under an elastoplast dressing 
which was changed every 5 days. 


Average No. Failures 
Total for 
Group | cases | Successes ing Number) % 
1 59 41 27:3 18 30 
2 70 44 30-9 26 37 
3 35 26 29-6 9 25 
4 33 29 28-7 4 12 
5 65 50 3-7 15 23 
6 3 1 5-0 2 


Cases of each grade of severity were included in every 
group except that treated with neoarsphenamine, which 
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consisted of 3 cases only, all suffering from single ulcers 
over 2:5 cm. in diameter. Any method of treatment was 
continued for 47 days before it was deemed a failure. 
No ulcer was considered as healed until epithelization was 
complete and the patient was fit to return to work. The 
results of the various treatments are shown in the table. 
In this series it was confirmed that the disappearance 
of fusiform bacilli from smears made from the base of 
the ulcer was a sign that speedy healing could be expected. 
Since in most cases treated with penicillin this occurred 
within 24 hours of the last injection, more rapid improve- 
ment in that group would have been anticipated. The 
author believes that many of these ulcers became 
reinfected, because the most rapid healing occurred in 
those cases in which great care was taken with the 
dressings. The action of penicillin given parenterally 
suggests that the ulcers had a good rather than a poor 
blood supply. The lack of response to neoarsphenamine 
supports the author’s earlier impression that Vincent’s 
organisms are not affected by antisyphilitic treatment. 
J. C. Broom 


564. Circumscribed Neurodermatitis (Lichen Chronicus 
Simplex). Its Treatment by Injections of Alcohol 

I. R. Persand F.A. Ets. Archives of Dermatology and 
Syphilology [Arch. Derm. Syph., Chicago| 54, 677-682, 
Dec., 1946. 13 refs. 


The treatment by injection of alcohol of lichen chroni- 
cus simplex and allied diseases associated with lichenifica- 
tion and pruritus is reported; the technique of injection 
of the area and the selection of patients are described. 
Abstracts of cases selected from a total of 45 are included. 
It is suggested that, with properly selected cases and 
correct technique, cures can be obtained in 75 % of patients 
with one course of injections. The report is made in 
order to bring to notice another treatment, but not a 
substitute for generally accepted therapy. 

G. B. Mitchell-Heggs 


565. An Epidemic of Contagious Follicular Keratosis of 
Brooke. (Epidémie de kératose folliculaire contagieuse 
de Brooke) 

R. Gonin. Revue Médicale de la Suisse Romande [Rev. 
méd. Suisse rom.] 66, 711-719, Oct., 1946. 4 figs., 4 refs. 


This article describes 3 cases of contagious follicular 
keratosis in one family, 2 boys and their father. The 
first patient, aged 7, noticed the sudden appearance on 
his cheeks of little papular elements, some of which had 
a central black point like a comedo. There was rapid 
spread over the cheeks and temporal region, with scattered 
elements on the forehead and chin. The rash was sharply 
marginated on the nasal side, but elsewhere its limits 
were ill-defined. The papules were about the size of a 
pin’s head, with ivory-white centres and bright red 
borders; most of them had a central black point like a 
comedo, which could not be expressed. In places 
where the papules were almost confluent they were 
situated on an erythematous base. The general con- 
dition was good and irritation absent. Histologically, 
the lesions were found to consist of epidermal cysts 


continuous with the base of the epidermis or in more or 
less direct relation with the pilo-sebaceous follicles, the 
wall of the cyst being composed of flattened epithelium 
lined by horny lamellae. The second patient, aged 6, 
shared his brother’s bed and developed exactly the same 
condition 2 months later. The distribution in the third 
case, that of the father, differed somewhat in that the 
ears were chiefly attacked, though the temporal region 
and cheeks were also affected. The eruption had not 
altered materially between the months of June, 1946, 
when the cases were first observed, and September. 
According to the mother, about 20 families in her village 
were affected in the same way, chiefly the younger 
children. Contact with industrial irritants could be 
excluded as a causal factor. The soap used for washing 
was usually good Marseilles soap. 

When the author showed these cases at a dermatological 
congress at Montreux in September, 1946, he learned 
that in and about Basle over 2,500 cases of the same 
condition had been observed; similar epidemics had 
been encountered in other parts of Switzerland. Several 
views on aetiology were expressed at the congress, of 
which two are quoted: (1) The condition might be due 
to infection by a filterable virus. (2) It might be simply 
a variety of oil acne. A colleague told the author that 
he had noticed that the condition occurred in families 
drawing their food supply from the same firm; milk 


from cows fed on forage conserved in silos had been — 


suspect. The view is expressed that the condition may 
be the same as that described by Brooke in 1892 under 
the name of keratosis follicularis contagiosa. 
[Brooke’s description of keratosis follicularis contagiosa 
is quoted in some detail by Radcliffe Crocker in Diseases 
of the Skin, 3rd edition, p. 558. The description does 
not quite agree with that of the cases in the present 
article, the main differences Being: (1) of distribution, 
the lesions in Brooke’s cases being found particularly on 
the nape of the neck, the posterior axillary folds, and the 
extensor aspect of the limbs; (2) in the development 
(in the Brooke type) of horny spines, so that the affected 
skin felt like a nutmeg grater; and (3) of histology: 
cysts were not seen. None the less, Brooke’s cases were 
seen among children and in families. The author also 
quotes Peyri-Rocamora, in whose cases the lesions 
resembled those described by Brooke, both in distribution 
and type, and were found on 14 children in an orphanage 
in Spain. It is to be hoped that further information 
about this very interesting epidemic may be forthcoming 
in due course.] G. B. Dowling 


566. Lichen Sclerosus et Atrophicus with Bullous 
Lesions and Extensive Involvement. Report of a Case 
H. R. GorrscHaLk and Z. K. Cooper. Archives of 
Dermatology and Syphilology {Arch. Derm. Syph., 
Chicago] 55, 433-440, April, 1947. 5 figs., 4 refs. 


566a. Acne Vulgaris Treated with Vitamin A 

F. W. LyNcu and C.D. Cook. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 55, 355- 
357, March, 1947. 6 refs. 
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567. Electrophoretic Analysis of Syphilitic, Biologic 
False Positive, and Normal Human Sera 

G. R. Cooper, H. W. Craic, and J. W. BEARD. Ameri- 
can Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 30, 555-570, Nov., 1946. 6 figs., 30 refs. 


The need to devise methods for the differentiation of 
true syphilitic sera from false positive sera has demanded 


' systematic investigation including physiochemical ex- 


amination of the sera. The work here reported is the 
result of attempts to seek possible characterizing 
differences of electrophoretic nature between syphilitic 
and false positive sera. Analyses were made of the 
distribution, concentration, and mobilities of the serum 
components characterized by electrophoresis from 28 
individuals with a positive serum and known to have 
syphilis, 32 with a positive serum but with no other 
evidence of syphilis, and 13 with a normal serum. The 
technique of sample collection, storage, and preparation, 
together with the methods of dialysis and recording, is 
fully described. 

No qualitative abnormalities peculiar to syphilitic 
sera were seen; nor was a basis found either for the 
diagnosis of syphilis by means of electrophoretic analysis 
or for a differentiation between syphilitic and false 
positive sera. V. E. Lloyd 


568. Arsenical Encephalopathy. A Review of the 
Literature with a Report of a Further 187 Cases 

E. E. Presse. British Journal of Venereal Diseases 
(Brit. J. vener. Dis.] 22, 93-101 and 139-149, Sept. and 
Dec., 1946. 97 refs. 


The first part of this article is a survey of the literature. 
The earliest reported case of arsenical encephalopathy 
occurred in 1911, since when further cases have been 
recorded from time to time. Tables accompanying this 
paper give details of 187 cases, 103 of which were fatal; 
of 45 cases, 15 occurred after the second and 14 after the 
third injection of arsenic, while a few cases occurred 
quite late in treatment, even after 125 days and 45 
injections. Pregnancy has been said to be a predisposing 
cause, and another table provides details of 21 such 
patients, 20 of whom died, usually after 2 or 3 injections. 
A number of deaths were due to intensive arsenical 
treatment. The pathology of the condition is somewhat 
varied, but either punctate or extensive haemorrhages 
are usually found post mortem, the former being typic- 
ally ring-shaped. Perivascular necrosis with demyel- 
ination has been noted by more than one observer. 
Nine different theories of the causation are discussed, 
none of which is very convincing. The most probable 
cause seems to be a direct toxic reaction on the brain 
capillaries. It is generally agreed that the syndrome 
usually occurs early and that pregnant women are 
particularly susceptible. 


175 


In the second part of the article the author records his 
Own experience in 187 cases; of these 133 had serum- 
positive primary and 41 serum-negative primary syphilis; 
64 cases occurred after the second, 62 after the third, and 
41 after the fourth injection; all but 2 of the patients 
were Indians, who appear to be much more susceptible 
than Europeans. Twelve cases are reported in detail. 
The condition was either gradual or sudden in onset. 
The main symptoms where onset was gradual were 
apathy, confusion, incoherence, disorientation, headache, 
and vomiting, passing gradually on to convulsions and 
coma; the signs were fever, dilated pupils, absence of 
abdominal reflexes, increase of deep reflexes, athetoid 
movements, and incontinence of urine. In cases of 
sudden onset, the conditions started with convulsive 
fits or deep coma; the signs were similar to those in 
cases with a gradual onset. Post-mortem findings in 
the brains of 40 patients included congestion, perivascular 
haemorrhages, and round-cell infiltration. The author 
inclines to the view that the condition is one of anaphy- 
laxis, and that individual idiosyncrasy is an important 
factor. The most useful remedies are morphine (for the 
convulsions) adrenaline, and _ glucose-saline, while 
vitamin B, and oxygen are of some value. Nursing in the 
Fowler position is claimed to have been very effective in 
some cases. 

[Increase of the protein content of the cerebrospinal 
fluid, often without any other pathological change, has 
been reported by a number of observers.] 

T. E. Osmond 


569. Bone Lesions in Early Syphilis. Report of Case 
A. M. LerKkovits and K. R. Cross. American Journal 
of Clinical Pathology [Amer. J. clin. Path. 16, 693-700, 
Nov., 1946. 6 figs., 7 refs. 


The case is recorded of a 22-year-old white soldier who 
developed, while in hospital for malaria, headaches with 
pain and swellings over the sternum, right scapula, right 
costo-sternal junction at the level of the second rib, 
right fronto-parietal, parietal, and temporo-parietal 
regions of the skull, varying in size from 4 to 1 in. 
(1:25 to 2:5 cm.). All blood examinations gave a normal 
result except the Kahn and Kolmer reactions, which were 
both positive; there was no Bence-Jones proteinuria and 
the sternal marrow was normal. The inguinal lymph 
nodes were slightly enlarged and there were a few pal- 
pable nodes in both axillae. Two months later patches 
of alopecia appeared and the Kahn reaction in the blood 
showed 680 Kahn units, while the Kolmer complement- 
fixation test in the blood was again positive. Biopsy of a 
skull lesion by curettage showed inflammatory change but 
no spirochaetes or acid-fast bacilli. A lymph node 
showed large giant and epithelioid cells with no necrosis, 
and “ abundant’ spirochaetes morphologically typical 
of Treponema pallidum”. Three months after symptoms 
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had first been noted penicillin was administered, 40,000 
units every 3 hours for 60 doses. There was rapid 
improvement, and 5 weeks after the first course of peni- 
cillin was ended a second course of 50,000 units every 
3 hours for 80 doses was given. 

The patient admitted sexual intercourse 6 weeks before 
the onset of his bone lesions but no primary lesion was 
demonstrable. It is interesting to note that his malarial 
(vivax) attacks had no inhibitory effect on the invasive 
ability of the spirochaetes. The first positive Kahn 
reaction was attributed to the concurrent malarial 
infection. [But this can hardly excuse a 3-months delay 
in instituting appropriate antisyphilitic therapy with so 
suggestive a clinical picture.] Henry Cohen 


570. Experimental Syphilis. Qualitative and Quanti- 
tative Studies of Reagin in Normal and Syphilitic Rabbits 

N. P. SHERWoopD and C. CoLLiIns. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.| 30, 571-580, Nov., 1946. 7 figs., 9 refs. 


The tests employed in this inquiry carried out at 
Kansas University comprised the standard and quantita- 
tive Kahn, Kolmer, Kline, and the differential temperature 
technique. A group of 23 rabbits served as a control. 
The second group, studied as normals for some weeks, 
was then inoculated intratesticularly with Treponema 
' pallidum, and all were subsequently tested at weekly 
intervals for from 7 to 51 weeks. All of the 23 normal 
rabbits showed some type of immune body at one time 
or another; the titre of the immune body was low and 
variable. The inoculated animals, 52 in number, were 
observed for periods varying up to 51 weeks. Only 2 
showed the general biological type of reaction throughout. 
The remainder showed various combinations of two or 
all three types of antigen. In regard to the type of 
immune body present in syphilitic rabbits no correlation 
was found between their titre and type. The differential 
temperature Kahn verification test did not show a 
quantitative difference between the immune body of 
normal and of syphilitic animals. V. E. Lloyd 


571. False Positive Kahn Reactions. Loss of Titer on 
Storage of Serum in Ice Box 

J. M. Lusirz. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 16, 768-775, Dec., 1946. 11 refs. 


It had been noted that sera from patients after smallpox 
vaccination which gave false positive Kahn reactions 
tended to become negative when exposed to ordinary 
room temperatures for several days. The author tested 
the sera of 59 syphilitic patients (92 sera and 219 tests) 
over a period of 2 to 6 months with the quantitative 
Kahn test; the sera were stored at +2° to +4°.C. Of 
the 92 sera, 25 (27-:1%) showed a moderate loss of titre, 
10 (109%) showed a gain, and 57 (62%) maintained 
a constant titre. He also tested two groups of false 
positive sera. Group I consisted of 13 patients with 
smallpox, 15 with malaria, 5 with upper respiratory 
infections, 2 with scarlet fever, and 1 each with tuber- 
culosis of bone, infectious mononucleosis, gonococcal 
arthritis, lymphogranuloma venereum, and a “ general 
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biologic reaction”; 109 sera were taken and 208 tests 
carried out; all showed a decrease of titre or became 
negative at various periods, usually within a month, 
Group II consisted of 1 patient with pinta whose 
maintained its titre for 3 months, and 5 with leprosy. 
2 sera maintained and 4 lost titre. Illustrative cages 
with results of serum tests are given in seven tables, 
That the serum from the patient with pinta maintained 
its titre is not considered surprising, since the disease ig 
due to a spirochaete; the reactions of the leper sera are 
not so easily explained. The loss of titre in general 

be due to non-specific antibody being more labile, or to 


‘an inhibitor, present in the serum, becoming activated; 


the difference in behaviour of syphilitic and nop. 
syphilitic sera suggests that an two types of antibody are 
not the same. T. E. Osmond 


572. Effect of Penicillin in the Treatment of Infantile 
Congenital Syphilis. Further Observations 

R. V. PLatou, A. J. Hitt, N. R. INGRAHAM, M. §, 
Goopwitn, E. E. WILKINSON, and A. E. HANSEN. Ameri- 
can Journal of Diseases of Children [|Amer. J. Dis. Child} 
72, 635-648, Dec., 1946. 2 refs. 


A year ago the authors published a preliminary report 
on the results of penicillin treatment in 69 children under 
the age of 2 years suffering from congenital syphilis, 
They have now brought this number up to 191 (168 
negro and 23 white children), all of whom had treatment 
solely with penicillin. The average age at which treat- 
ment was started was 54 months; the youngest was Il 
days. The authors point out that throughout that year 
penicillin had been a changing mixture with varying 
(and diminishing) amounts of impurity and varying 
proportions of the G, F, X, and K fractions; this may 
have significantly altered the therapeutic efficacy. No 
serious reactions occurred, though some degree of fever 
was noted in 40%; many of the infants had associated 


‘non-syphilitic infections which may well have been 


responsible for a proportion of these. There were only 
eight reactions apart from fever, all transient and none 
severe enough to interrupt or modify the course of 
treatment. When distilled water was used to dissolve 
the sodium penicillin the injections consistently caused 
less pain than when normal saline was used. 

The results were “little short of dramatic”. Dark- 
ground illumination was always negative after 24 hours 
of treatment, cutaneous and mucosal lesions resolved 
within 3 days, and rapid gain in weight in malnourished 
infants was frequently observed. Rhinitis took 3 to 
6 weeks to heal. Healing of bony lesions was demon- 
strated in skiagrams in from 3 to 5 months. The general 
impression was that recovery was more rapid with penicil- 
lin than with arsenic and bismuth therapy. In the 
cases followed for 18 months or more the Wassermann 
reaction became negative in over 92% and relapse to 4 
positive reaction occurred only six times. Satisfactory 
results were obtained in 90° of cases when 40,000 units 
or more per kilo body weight were given, divided into 
120 equal intramuscular injections at 3-hourly intervals. 
The authors finally recommend a total dosage of 100,000 
units per kilo. Eleven cases received more than one 
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course of treatment. There were 24 deaths (12:58%) 
and, though other adequate causes of death were found, 
syphilis must be considered as contributory in all. 
Clinical evidence showed that the syphilis had improved 
or disappeared in 18 of these, and the serological titre 
had decreased or the reaction become negative in 13. 
The cerebrospinal fluid was examined in 64 cases, was 
found to be normal in 17, and showed marked improve- 
ment after treatment in 31 of the remaining 47. The final 
evaluation of the efficacy of penicillin in treating congenital 
syphilis must await the results of trials with other methods 
of dosage and administration and a clarification of the 
relative spirochaeticidal and spirochaetistatic effects 


of the different fractions present in penicillin. 


W. F. Gaisford 


573. Is Specific Treatment always Necessary in Preg- 
nant Syphilitic Women? (Er spesifikk behandling alltid 
nodvendig hos svangre med lues antea?) 

A. MapsEN. Tidsskrift for den Norske Legeforening 
(Tidsskr. norske Laegeforen.) 66, 772-774, Dec. 15, 1946. 
13 refs. 


The author discusses the problem of treatment of 
pregnant syphilitic women who have had previous 
adequate treatment and who show no obvious signs of 
disease. His practice is to give a course of treatment in 
the middle of pregnancy, consisting of 16 injections of 
neoarsphenamine (0-45 g.) and 16 injections of “‘ wismol ” 
(1 ml.) at intervals of 5 to 7 days. In his experience the 
child always escapes infection, with this treatment. In 
a review of 70 cases of congenital syphilis seen over the 
last 8 years it was found that only 9 of the mothers had 
had antisyphilitic treatment before birth. Short histories 
are given, in which it is shown that the treatment was 
inadequate in 8 cases. The remaining woman had 
adequate treatment and gave birth to 2 normal children, 
followed by 1 syphilitic infant 4 years later. Evidently 
treatment before pregnancy does not prevent infection 
of the child, and a prophylactic course during pregnancy 
is essential, D. J, Bauer 


574. Single Injection Treatment of Gonorrhoea with 
Penicillin. (Behandling av gonoré med én injeksjon av 
penicillin) 

§. AARSETH and H. T. SANDBERG. Tidsskrift for den 
Norske Legeforening [Tidsskr. norske Legeforen.] 66, 
769-772, Dec. 15, 1946. 1 fig., 10 refs. 


A single large dose of penicillin was used on 49 mer- 
chant seamen suffering from gonorrhoea; this treatment 
was carried out by the Norwegian Public Health Service 
in New York in 1946. The penicillin solution was 
emulsified with a mixture of peanut oil and cholesterol, 
and a single dose of 300,000 units was given as soon as 
the diagnosis had been established. After 3 or 4 days 
asmear was examined; if this was positive the dose was 
Tepeated; if negative, cultures were made after prostatic 
Massage. If these were negative and there were no 
symptoms the patient was discharged as cured. The 
average duration of symptoms before treatment was 2 
to 4 weeks; 23 patients had had sulphathiazole treat- 
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ment, and 6 had had penicillin in the usual course of 
five to six injections. Forty-one patients were cured 
with the one. massive dose of penicillin, and 4 after two 
doses, leaving 4 still uncontrolled. The latter were all 
discharged as cured after an intensive course of penicillin 
and sulphadiazine carried out in hospital. 

The likelihood that giving a massive dose of penicillin 
would mask the appearance of a primary chancre is 
considered to be a little exaggerated, since the authors 
have seen primary chancres in patients who had received 
100,000 and 300,000 units of penicillin in the treatment 
of gonorrhoea. D. J. Bauer 


575. Effect of para-Aminobenzoic Acid on Lesions due 
to Ducrey’s Bacillus. (Azione dell’acidd paramino- 
benzoico su lesioni provocate dallo streptobacillo del 
Ducrey) . 

G. Catetti. Giornale Italiano di Dermatologia e Sifi- 
lologia [G. ital. Derm. Sif.] 87, 485-491, Dec., 1946. 
18 refs. 


After a short review of recent papers dealing with the 
antagonism—in vivo and in vitro—between para-amino- 
benzoic acid and the sulphonamides, the author reports 
his clinical experiments in 9 cases of ulcer produced by 
Ducrey’s bacillus, where treatment with a specific vaccine 
was given together with local application of a para- 
aminobenzoic acid ointment. 

Some ulcers were of venereal origin and some were 
experimental, produced by material taken from venereal 
ulcers inoculated into healthy human skin. The author 
confirms his previous observations that this type of 
ulcer can be cured with three to four intravenous injec- 
tions of a specific vaccine—‘‘ ducreina”’’—given in 
increasing doses (4, 3, and 1 ampoule) at intervals of 
3 days. If, however, an ointment of para-aminobenzoic 
acid (10%) was applied for 7 to 8 days before and also 
during the vaccine treatment, not only did no improve- 


- ment take place but considerable enlargement and 


deepening of the ulcers were observed. Even an increase 
in the number of injections did not alter the unfavourable 
results. In all cases it was found necessary to discon- 
tinue the application of the ointment for a cure to be 
achieved. 

A particularly interesting experiment is described by 
the author. Material taken from a chancroid on the 
prepuce was inoculated into the right and left thighs of 
the same individual, and after a few days an ulcer 
developed in both these areas. Para-aminobenzoic acid | 
ointment was now applied twice daily to the ulcer on the 
left thigh only, and injection treatment was started after 
a week. After four intravenous injections with the 
specific vaccine it was noticed that the ulcers on the 
prepuce and the right thigh, which were not dressed 
locally, had completely disappeared, while the ulcer on the 
left thigh had become larger and Ducrey’s bacillus was 
still present. These observations lead the author to 
speculate on the cause of the antagonistic mechanism, 
and he tries to find a satisfactory interpretation of this 
interesting phenomenon. E. Kost 
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Disorders of the Locomotor System 


576. Blood Sugar Level following Intravenous Glucose 
in Rheumatoid Arthritis 

J. E. FLYNN and O. J. Irtsu. Science [Science] 104, 
344-346, Oct. 11, 1946. 1 fig., 6 refs. 


So far no satisfactory explanation has been given of 
the oft-repeated observation that following the oral 
administration of glucose, patients with rheumatoid 
arthritis show a slower return of the blood-sugar level 
to the fasting figure than do normal subjects. It has 
been considered to be due to faulty intestinal absorption, 
disturbance of pancreatic function, circulatory abnor- 
malities, and dysfunction. 

To evaluate the part played by gastro-intestinal dys- 
function and/or intestinal circulatory alterations, Soskin’s 
intravenous glucose tolerance test wasmade on 64 patients 
with rheumatoid arthritis and on 60 normal subjects. 
Soskin’s method is to inject intravenously 0-3 g. of 
dextrose per kilo of body weight in a 50% aqueous 
solution within a period of 3 to 5 minutes. A pre- 
injection fasting sample and venous blood samples taken 
30 to 60 and 120 minutes after injection were assayed by 
the Somogyi method for the determination of the true 
blood-sugar level. Of the cases of rheumatoid arthritis, 
8 (12-5%) returned to the fasting level within 60 minutes; 
in 42 (65-6%) a return to the fasting level in between 60 
and 120 minutes took place; while in 14 (21-9%) the 
blood-sugar levels were higher than the pre-injection 
figure at the end of 120 minutes. Of the normal cases, 
43 (71-7%) returned to the pre-injection level in 60 
minutes; in 16 (26-7%) the blood sugar returned to the 
pre-injection level in between 60 and 120 minutes. In 
1 subject the blood sugar was still elevated at the end 
of 120 minutes. 

In Soskin’s report (Clinics, 1943, 1, 1286) the blood- 
sugar level of all the 30 normal controls returned to the 
pre-injection figure within 60 minutes after the intra- 
venous administration of the glucose, whereas somewhat 
more than 25% of the author’s normal controls failed to 
return within 60 minutes. This lack of agreement in no 
way detracts from the present study, since the intravenous 
glucose tolerance test was used primarily to evaluate the 
part played by intestinal dysfunction. Soskin further 
points out that the important factor is the time interval 
required for the return of the blood-sugar level to the pre- 
injection figure rather than the maximum height of the 
blood-sugar level. In view of the fact that the intra- 
venous glucose tolerance test showed that the blood-sugar 
level fell more slowly in 87-5% of patients with rheuma- 
toid arthritis than in 71-7°% of normal controls, it can be 
concluded that intestinal dysfunction plays no part in the 
altered glucose tolerance found in the former. 

In order to evaluate the possibility of the altered 
glucose tolerance resulting from a difference in the amount 
of glucose lost in the urine, quantitative urinary glucose 
determinations were made on the 64 rheumatoid cases 


and the 60 normal controls. The difference between the 
2-hour mean total urinary output of glucose of the 
rheumatoid patients (0-516) and of the normal controls 
(0-6) amounted to only 0-084 per 100 ml. of urine— 
obviously an amount too small to be significant. The 
possibility of the altered glucose tolerance in rheumatoid 
patients resulting from a diminution of peripheral 
glycogen deposits as a result of muscular atrophy was 
considered. The intravenous glucose tolerance test was 
done on 19 patients convalescing from severe polio- 
myelitis, all of whom had marked atrophy of at least 
three limbs. For a reason which is inapparent the glu- 
cose tolerance curve for the poliomyelitis cases fell below 
that of both the normal and the rheumatoid groups, 
It is therefore obvious that the diminution of peripheral 
glycogen depots does not explain the alteration in the 
glucose tolerance found in rheumatoid subjects. With 
regard to the suggestion that pancreatic insufficiency 
affords an explanation of the altered glucose tolerance, 
Soskin has shown that there is a hepatic homeostatic 
control which supplies glucose to the blood stream when 
the blood-sugar level drops below a certain point. This 
equilibrium is affected by certain endocrine glands 
notably the pancreas, anterior lobe of the hypophysis, 
the thyroid, and the adrenal cortex. Hence hormonal 
influences affecting the hepatic homeostatic control of the 
blood-sugar level could account for the alteration in the 
glucose tolerance. The available data do not, however, 
permit evaluation of the role of these extrahepatic 
factors. M. B. Ray 


577. Eosinophilic Granuloma of Bone 

C. C. DuNpDoN, H. A. WILLIAMs, and T. C. Larppty. 
Radiology {| Radiology] 47, 433-444, Nov., 1946. 16 figs., 
25 refs. 


The authors report 5 cases of eosinophilic granuloma 
and review 48 other cases from the literature. The age 
incidence of the recorded cases varied from 6 months 
to 58 years, 34 being under 20 and 20 under 10 years of 
age; males predominated in a proportion of 30 to 7. 
The disease involved nearly all the bones of the body 
proximal to the wrists and ankles. In 36 patients the 
lesions were single, and in these the skull was involved 
in 36%. Ten patients had multiple lesions with an average 
of 7 bones involved; 1 case had 25 lesions. In those 
cases with multiple lesions, 33°, had involvement of the 
ribs, 12% of the vertebrae, and 11% of the skull. The 
symptoms and signs consisted of pain, sometimes severe, 
soft-tissue swelling, and local tenderness over the lesions 
lasting from a few days to several months. Some of the 
lesions were symptomless and were found incidentally. 
Occasionally there were mild systemic symptoms of 
fever, anorexia, lassitude, headache, and loss of weight. 
Blood counts showed a slight leucocytosis with occasional 
eosinophilia of from 4 to 11%. Radiographically the 
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Jesions present as round, oval, or irregular areas of 
d density of bone 1 to 4 cm. in diameter. 
Occasionally there are expansion of the bone and 
rforation of the cortex. Periostitis is sometimes seen, 
and in some cases the lesion is surrounded by a thin 
layer of sclerosis. 

Macroscopically the lesion appears at first as a cystic 
mass containing soft friable yellow-brown or red material 
which on microscopical examination shows a variety of 
cells, including many eosinophils, but the characteristic 
cell is a large mononuclear with granular cytoplasm. 
Later in the disease these mononuclear cells show 
yacuolation, thought to indicate a relationship between 
eosinophilic granuloma, Letterer-Siewe disease, and 
Hand-Schiiller-Christian disease. Jaffe and Lichten- 
stein have suggested that all these conditions may be 
caused by an unknown infective agent, and that eosino- 
philic granuloma is the most benign form and is confined 
to bone. In some cases it is thought that a transition 
may occur from one type to another with lymph-node 
involvement. Excision, curettage, irradiation, or a 
combination of these forms of treatment has given good 
results in all reported cases and the prognosis is uniformly 
good, with the possible exception of those cases with 
lymph-node involvement. Peter Kerley 


578. Predominantly Unilateral Pseudo-cystic Osteitis, 
Pigmentation, and Sympathetic Syndrome of Congenital 
Origin. (Ostéite pseudo-kystique 4 prédominance uni- 
latériale avec hémipigmentation cutanée et hémisyndrome 
sympathique d’origine congénitale) 

R. LAPLANE, —. OEHMICHEN, and F. LHERMITTE. Bulle- 
tins et Mémoires de la Sociéte Médicale des Hépitaux de 
Paris [Bull. Soc. méd. Hép., Paris] 62, 371-374, June 21 
and 29, 1946. 5 refs. 


The case is described of a girl, aged 64 years, who 
presented three distinct abnormalities of the right side 
of her body, a pseudo-cystic condition of the bones, 
pigmentation of the skin, and lack of vasodilator response. 
Dark brown macular pigmentation of the skin was con- 
fined to the right side, stopping short exactly at the mid- 
line, except in the middle of the back where the macules 
extended for 1 to 2 cm. on to the opposite side. The 
patches appeared to follow the distribution of cutaneous 
nerves, especially around the trunk, down the lateral 
surfaces of the arms, and down the legs as far as the calves. 
The mucosae were normal. There was a large patch of 
alopecia over the right parietal region of the scalp. 
Both pigmentation and alopecia had been noted since 
birth. Radiography of the skeleton revealed a pseudo- 
cystic osteitis, with numerous clear-cut lacunae of various 
shapes and sizes, affecting the diaphyses and metaphyses 
of the long bones on the right side. On the left, only the 
upper quarter of the humerus was involved, whereas on 
the right the bones affected were the lateral part of the 
clavicle, the humerus, radius, femur, tibia, and fibula. 
The skeleton otherwise showed only slight diffuse 
decalcification and some degree of periostitis; there was 
no acceleration of the appearance of centres of ossifica- 
tion, and there were no fractures. The right fibula was 


2 cm. shorter than the left, and the lower end of the tibia 
showed a slight degree of enlargement with oedema of 
the overlying tissues. A right-sided hemiparesis of the 
sympathetic nervous system was noted at the level of the 
limbs. The skin temperature was 31° C. on the right and 
25° C. on the left; when the hands were plunged into 
water at 45° C. the temperature of the right rose to 32° C. 
in 10 minutes and remained at that height for another 
10, while the temperature of the left hand rose to 35° C. 
in 6 minutes and remained there for 20. Injection of 
pilocarpine caused a sensation of warmth, with redness 
and rise in skin temperature, of the right cheek and ear. 
The following ocular malformations were seen. On the 
right there was a complete congenital palpebral coloboma, 
together with a large epidermoid cyst of the cornea and 
a small cyst at the external angle of the eye. On the left 
there was a small coloboma of the palpebral margin. 
Spontaneous nystagmus was present. The patient’s 
height was 112 cm. and weight 19 kilogrammes. There 
was no parathyroid enlargement, and calcium and 
phosphorus metabolism was normal. The Wassermann 
reaction was negative. There was nothing relevant in 
the family history. 

The authors discuss at some length the possible 
significance of this combination of apparently congenital 
abnormalities. Von Recklinghausen’s osteitis fibrosa 
cystica was excluded by the normal blood chemistry, 
and neurofibromatosis by the pseudocystic character of 
the bony changes, the absence of cutaneous tumours or 
neurofibromata, and the negative family history. The 
differentiation from the cases described by Albright et 
al. (New Engl. J. Med., 1937, 216, 727) is discussed in 
detail. The pigmentation in Albright’s patients was 
similar to that seen in the present case in its macular 
form and unilateral distribution; the osseous lesions 
were also comparable, but in the American cases 
deformities and fractures had been prominent. Albright’s 
syndrome differed in a third component—namely, the 
presence of sexual precocity in the females, with early 
onset of menstruation and precocious development of 
secondary sexual characteristics; in the males growth 
was accelerated and centres of ossification appeared 
early with premature fusion of epiphyses. 

[The cutaneous pigmentation was less extensive than 
in the present case and, except in 1 case, showed no 
tendency to follow the distribution of “the cutaneous 
nerves. Deformities of the bones were frequent and the 
patients first came under notice in most cases because of 
repeated fractures. While the endocrine dysfunction is 
stressed, no mention is made of sympathetic disturbances. 
In the French case biopsy of bone does not appear to 
have been carried out; Albright showed in several of 
his patients aberrant islets of cartilage in the affected 
areas, often with absence of osteoclasts, while normal 
bone was present in the parts not containing lacunae.] 

The authors prefer not to call their case an atypical 
example of Albright’s syndrome, but rather to group it 
loosely with cases of unilateral cystic osteitis and pig- 
mentation described by other authors. They conclude 
that since both ecto- and mesoderm are involved the 
disorder probably starts very early in embryonic life. 

E. G. Sita-Lumsden 
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579. Schistosomiasis of the Central Nervous System 
J. G. CuTLer. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 104, 425-431, Oct., 1946. 14 refs. 


The wide distribution of schistosomiasis throughout 
the tropical theatres of the war of 1939-45 makes it 
necessary to keep such infestation in mind in the differen- 
tial diagnosis of illnesses occurring in returned Service 
personnel. (The patient in the case described had 
swum in infested water in Leyte in the Philippines.) 
This is especially important since early treatment by 
tartar emetic or “ fouadin”’ (stibophen) is effective, 
but chronic cases are notoriously resistant. Symptoms 
may be due to toxins derived from the blood fluke, 
by direct seeding of ova from the adult fluke into 
the tissues or emboli of ova in the vessels. If there is 
marked eosinophilia and if, then, bilharzia ova are found 
in urine and/or faeces, the diagnosis is easy; cases have, 
however, been described in which there was no trace 
of ova in the excretions or even of eosinophilia, but in 
which signs and symptoms were proved at necropsy to 
be due to schistosomiasis. So far as nervous system 
involvement is concerned marked confusion without 
localizing signs may occur while a myelitis syndrome is 
common. In the present case there was swelling of the 
lips and eyes 5 or 6 weeks after exposure, which was 
diagnosed as angioneurotic oedema; this was followed 
by marked weakness of all extremities and neck, nystag- 
mus to the left and some blurring of the disks. There 
were plastic rigidity of the left arm, flaccid paralysis of 
the other limbs, and active tendon jerks; abdominal 
reflexes wefe absent, and there was a positive Babinski 
sign on the left, doubtful on the right. Eosinophils 
were 43 % and ova were present in the stool; the cerebro- 
spinal fluid was normal. Radiographs of the chest were 
negative and the electrocardiogram showed inverted 
T2 wave (possibly the result of the antimony, but there 
were no signs of cardiac weakness). Stibophen was given 
(75 ml. of solution over 29 days), and progress was 
Satisfactory. The patient was discharged well except 
for very slight ataxia; no ova were found during the 
last six weeks of his stay in hospital. R. G. Gordon 


580. Fibre Connections of the Subthalamic Region and 
the Centromedian Nucleus of the Thalamus 

P. Gees and P. D. WALL. Brain [Brain] 69, 195-208, 
Sept., 1946. 20 figs., 87 refs. 


The authors made lesions with the thermocautery in 
the subthalamic area of the brain of 5 young monkeys 
(Macaca mulatta) in order to study the connexions of 
this area with the brain stem and basal ganglia. For 
the most part their results confirm those of Mettler and 
others, but some new observations were made. These 
indicate: (1) a system of fibres running from the sub- 
stantia nigra to the centro-medial nucleus of the thalamus; 
and (2) contributions from both the dorso-medial and 


the centro-medial nyclei of the thalamus to the dorsaj 
longitudinal bundle of Schiitz. The authors conclude 
that the nucleus subthalamicus projects on to the external 
and internal divisions of the globus pallidus, the ipsj- 
lateral and contralateral red nucleus, the ipsilateral ang 
contralateral thalamus, and a nucleus dorso-medial to 
the substantia nigra. The substantia nigra projects op 
to the globus pallidus, the centro-medial nucleus of the 
thalamus, and the anterior colliculus. J. G. Greenfield 


581. Neurologic Mechanism for Certain Phenomena in 
Tetany 

E. KUGELBERG. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 56, 507-521, Nov., 
1946. 2 figs., 26 refs. 


This study is directed towards the elucidation of the 
phenomena of Trousseau and von Bonsdorff and of 
spontaneously occurring tetany. The Trousseau pheno- 
menon is defined as tetanic spasm following compression 
of the arm and the von Bonsdorff phenomenon as the 
facilitation of tetanic spasm by hyperventilation after 
compression of the arm. 

The subjective sensory disturbances and succeeding 
muscular spasm which together constitute an attack of 
simple spontaneous tetany are described and are con- 
sidered identical in character with the symptoms pro- 
voked by ischaemia of nerve and by hyperventilation. 
Tetany is the result of changes in the blood acting on the 
nerve fibre itself. It can be shown that the tetanic 
symptoms are associated with an increased excitability 
of the nerve, low rheobase, and impaired accommodation. 
Furthermore, it appears that tactile fibres are the most 
vulnerable for they are the first to discharge as is shown 
by the initial tingling in tetany. The motor spasm and 
preceding fasciculation appear later and are probably 
the result of direct activity in motor nerve fibres. How- 
ever, it is considered possible that they arise reflexly 
by excitation of afferent arcs. 

The Trousseau phenomenon was investigated in a 
case of parathyroprivic tetany. On compression of the 
arm with a cuff the usual sequence of tetanic symptoms 
was observed and the intensity was inversely proportional 
to the level of the blood calcium. The excitability of the 
ulnar nerve was tested by means of a stimulating electrode 
inserted directly into the nerve proximal to the elbow. 
The presence of a nervous discharge was ascertained by 
recording action potentials in the first dorsal inter- 
osseous muscle. The results obtained point to the 
ischaemic area of nerve as the source of the nervous 
activity. The muscles and motor end-plates are not 
directly concerned. The von Bonsdorff phenomenon 
was studied in two patients suffering from latent tetany. 
In each, after compression of the arm for 10 minutes, 
hyperventilation was carried out and typical attacks of 
tetany were produced. This phenomenon is a valuable 
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test for latent tetany and may be positive when Trous- 
seau’s and Chvostek’s signs are negative. The hyper- 
ventilated blood acting on the previously ischaemic 
nerve is the factor provoking the tetanic attack. 

The author suggests that these phenomena all have 
some relation to the size of nerve fibre, in that the thickest 
fibres are the most vulnerable to ischaemia and to altera- 
tions in the calcium ion concentration of the blood. 

[This is a most interesting paper and forms a part of 
more extensive investigations which are reported by the 
author in other journals. The experimental data, though 
simple to follow, are not suitable for abstraction.] 

G. E. Smyth 


582. Anosognosia and Disorders of Body Scheme 
P. H. SANDIFER. Brain [Brain] 69, 122-137, June, 1946. 
29 refs. 


Three original cases form the basis of this discussion of 
disturbances of the ‘‘ concept formed by the individual 
of his own body ”’, the body scheme, as it was termed by 
Head and Holmes (Brain, 1911, 34, 102). This concept 
may involve a loss of awareness of one half of the body 
(agnosia) or failure to recognize a disability affecting it 
(anosognosia). Anosognosia is usually due to focal 
damage of the thalamoparietal area and is best recognized 
in lesions of the non-dominant hemisphere, because in 
lesions of the dominant hemisphere the agnosia is hidden 
by the more florid symptoms of disorder of the higher 
intellectual functions. In the author’s first case, shown 
at necropsy to be due to a softening in the right thalamo- 
parietal region by a septic embolism, there was agnosia 
of the whole of the left half of the body and visual fields. 
The patient was unaware of the hemiplegia and hemianopia, 
insisting that the left limbs did not belong to her or 
that they were not paralysed. When she was shown 
the paralysed hand she said it was not hers but must be 
the doctor’s. She was also judged to have agnosia of 
the left half of space because when her eyes were covered 
she groped for objects only on the right half of a table 
placed in front of her, neglecting the left half. In addi- 
tion she showed a most unusual response to painful 
stimulation of the affected side, which was interpreted 
as a pseudo-affective reflex analogous to “ sham rage” 
seen in thalamic animals. She denied feeling any sensa- 
tion from painful stimuli, yet at the same time exhibited 
behaviour indistinguishable from that seen in a subject 
in excruciating agony. The left-sided pseudo-reaction 
was thought to be mediated by an arc not including the 
thalamus but probably including the hypothalamus. 
There was some confusion and disorientation, and it is 
emphasized that for anosognosia to persist as a fixed 
delusion in spite of proof to the contrary, there is always 
present some impairment of judgment, generally con- 
fusion. 

Anosognosia is not always due to focal damage of the 
thalamoparietal area. Anosognosia of total blindness 
due to peripheral lesions can occur in a setting of cloud- 
ing of consciousness, as in the author’s second case of a 
left temporal tumour with a right homonymous 
hemianopia of which the patient had been normally 
aware. After a right subtemporal decompression, total 
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blindness developed due to shifting of the brain and 
stretching of the optic nerves. The patient violently 
and abusively denied that she was blind. As in post- 
traumatic confusional states, defects in perception and 
memory retention and an affective element—in this case 
a strong desire not to be blind—were considered to be 
factors in warping judgment and producing the delusion 
that blindness was not present. The author relates two 
cases from his personal experience of children with 
cerebellar tumours and total blindness from secondary 
optic atrophy; the children were normally intelligent 
and not confused, but ** were unaware of their blindness’. 
Both confabulated, one to such an extent that the mother 
did not appreciate she was blind. Anosognosia in these 
cases was ascribed to the intellectual immaturity and the 
vivid imagery characteristic of childhood. 

Anosognosia of hemiplegia may also be present with- 
out focal thalamoparietal damage or agnosia of the 
body half, in the presence of mental confusion, as in the 
author’s third case, in whicha vascular lesion caused a 
right hemiplegia, considerable dysphasia, some con- 
fusion, and only slight impairment of stereognosis. 
Though the patient was well aware that the right limb 
belonged to her she was unaware that it was paralysed. 
There was no agnosia or neglect of the right half of space, 
and the only spatial perceptual disorder was a confusion 
of laterality causing her to use and move the left hand 
when asked to use the right. 

The author discusses predisposition to anosognosia 
by disorder of space perception. Awareness of 
personal and extra-personal space depends on separate 
neural links as either may occur without the other. 
Agnosia of personal space predisposes to anosognosia 
of hemiplegia, and agnosia of extra-personal space 
predisposes to anosognosia of hemianopia. These 
may in some cases be due to a specific memory defect 
preventing retention of current experiences or evocation 
of memory of experiences from the past necessary for 
the proper formation of engrams; they may result from a 
relatively circumscribed lesion of the associational 
paths. If the perception of sensory experience of the 
affected body half is disturbed either by failure of the 
sensory material to reach the supra-marginal cortex, or 
by such a specific memory defect, what is believed to be 
the state of the limbs or vision by the subject is deter- 
mined by cerebral damage outside the thalamoparietal 
projection. When judgment is impaired there may be 
anosognosia of the disability. A.M. Stewart-Wallace 


583. Atresia and Stenosis of the Aqueduct of Sylvius 

J. H. Grosus and P. BERGMAN. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath.] 5, 
342-363, Oct., 1946. 11 figs., 21 refs. 


The authors review the 23 recorded cases of stenosis 
of the aqueduct of Sylvius, adding 3 of theirown. They 
contend that the greater incidence under the age of 1 year 
(11 of the 26 cases), the not infrequent association of 
developmental anomalies, and the histological appear- 
ances of the periaqueductal region in these cases all 
point to a developmental origin; moreover, evidence of 
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frank inflammatory alterations in and about the occluded 
aqueduct is absent. Support for this view is found in 
the work of Hochstadter, who believed that stenosis of 
the canal could be caused by migration of cells from the 
subependymal matrix, especially in the region of the 
caudal sac and to a lesser extent of the post-commissural 
and isthmus recesses, where in places the ependymal 
lining may be defective. Further support is given by the 
work of Turkewitch, who, studying the development of 
the isthmus recess and the involution of the secondary 
transverse folds on the surface of the tegmental colliculi, 
showed how the isthmus recess undergoes partial oblitera- 
tion, finally assuming the form of a shallow groove. 
Because of the loss of ependymal lining in parts of the 
midbrain vesicle at given stages of development of the 
embryo, probable sites of glial protrusions are laid bare. 
Later, by reason of proliferation of the subependymal 
glia, the aqueduct may become divided into two or become 
completely occluded. The delayed onset of symptoms, 
as in the authors’ Case 1 at the age of 46, is attributed to 
the gradual progress of the blastomatous process. 
W. H. McMenemey 


584. Acetylcholine Induced Depression of Cerebral 
Cortical Activity 

F. M. Forster, W. J. BorKowskI, and R. H. MCCARTER. 
- Journal of Neuropathology and Experimental Neurology 
[J. Neuropath.] 5, 364-373, Oct., 1946. 5 figs., 11 refs. 


Experiments were made on 71 cats to correlate initial 
depression of the cortex observed after topical applica- 
tion of acetylcholine with the diminution of electrical 
activity produced by other known methods. The authors 
show that the depression, which is a cortical phenomenon 
independent of the systemic effects of acetylcholine, 
spreads over the cortex probably in linear fashion rather 
than along neuronal paths, the decrease of electrical 
activity being associated with decreased cortical respon- 
siveness. Increased activity in the form of discharges 
does not necessarily follow the period of depression, 
for solutions of acetylcholine too weak to produce 
discharges will still cause depression of activity. Illustra- 
tive electrocorticograms and technique are given, while 
there is a brief discussion of recent views on cortical 
inhibition. W. H. McMenemey 


585. Porencephalia and Polyporencephalia. [In 
English] 

E. CHRISTENSEN and A.SCHONDEL. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] 21, 823-840, 1946. 
1 fig., 19 refs. 


The authors classify as porencephalic any cystic cavity 
in the brain which is not of neoplastic origin. They 
discuss the aetiology, and consider that the distinction 
between the so-called acquired and congenital types is 
unsound. They point out that the condition occurs 
most commonly in premature infants and that it is known 
that these children are more liable to birth injury—a 
more probable cause than a developmental abnormality. 
The injury is followed by haemorrhage and circulatory 
disturbance; any inflammatory process found at necropsy 


may well be a later complication in an already feeble 
child. They agree with Siegmund that there is no essen. 
tial difference between the reaction of an adult brain 
and an infantile one except that absorption and repair 
are much more simple in the infant, hence the much 
greater frequency of the condition after birth injuries 
than later in life. ; 

The symptoms depend on the number and site of the 
cavities; as the single ones are usually situated near the 
central sulcus the clinical picture is often that of a cop. 
genital hemiplegia. The multiple cysts produce mental 
defect and bilateral signs, leading inevitably to early 
death (the oldest patient died at 3 years). Single cayj- 
ties may be amenable to surgery, but in multiple cases 
treatment can only be symptomatic. The clinical history 
and necropsy findings in 4 cases are recorded. Two 
patients had a history of difficult birth, the first having 
cerebral symptoms 2 days after birth and dying at 
3 months with multiple cysts throughout both hemi- 
spheres. The other died from gastro-enteritis at 3 weeks 
without obvious cerebral symptoms and was found to 
have a solitary cyst in the left parietal lobe. The third 
child also had a difficult birth, and convulsions when 
2 days old, but survived until 17 years of age as an 
epileptic idiot. His brain showed dilatation of the 
ventricles with several cavities in both hemispheres, 
microgyria of the occipital region, and fibrous thickening 
of the leptomeninges. The fourth was a normal child 
of 3 months who died of acute gastro-enteritis. The 
day before death he had spasms of the left arm, and at 
necropsy was found to have a haematoma of the left 
lobe of the cerebellum with incipient porencephaly. 
It is more probable that this haemorrhage was due to the 
general intoxication than to a birth injury; this is there- 
fore presented as a developing case. 

[The authors do not mention the common develop- 
ment of cysts after cerebral vascular accidents in the 
adult. This would appear to be very similar to the condi- 
tion in their incipient case. It is not clear whether 
they consider that the type of porencephaly which gives 
rise to a communication between the lateral ventricle 
and the surface is of similar origin to the totally enclosed 
variety to which their 4 cases belong.] N.S. Alcock 


586. Coughing and Unconsciousness: The So-called 
Laryngeal Epilepsy 

A. F. Rook. Brain [Brain] 69, 138-148, June, 1946. 
1 fig., 12 refs. 


Of 500 consecutive cases of loss of consciousness 
among R.A.F. personel, 3 were found to be associated 
with coughing, and are described in detail, These 
patients, aged 43, 38, and 36 respectively, form a rela- 
tively high proportion of the older age-groups, as only 
17 out of the 500 were over 35 years of age. All 3 were 
too heavy for their height, and all had severe bouts of 
coughing of paroxysmal type. The first was considered 
to have whooping-cough, and during three of the 
paroxysms “ felt dizzy and vacant ’’; on one occasion he 
lost consciousness and fell to the floor, convulsive move- 
ments of the arms and legs being noticed. The second 
drank beer, some of which ‘“ went down the wrong 
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way”; this caused a severe bout of coughing at the end 
of which he lost consciousness, became convulsed, and 

d urine; he did not bite his tongue. The third, 
who had a history of asthma with hypochondriacal 
features and loss of confidence in flying, had complained 
of attacks of momentary dizziness during bouts of laugh- 
ing and coughing, causing him to sit down. These 
attacks recurred during a period lasting several months, 
and in one he was seen to have lost consciousness for a 
minute without any signs of convulsions or involuntary 
micturition. Full investigation of the central nervous 
system was negative. There was no previous or family 
‘history of epilepsy, and the electroencephalogram was 
normal in all 3 cases. 

The pathological basis of the symptoms and the 
three possible causative mechanisms which have been 
suggested in the past are discussed. In the absence of 
any true vertiginous sensations in reported cases, Char- 
cot’s original term of laryngeal vertigo should not, it is 
considered, be used. In a few cases reported in the 
literature in which the cough was only slight, it is possible 
the laryngeal symptoms formed an aura of an attack of 
epilepsy, and in other cases the symptom-complex fits 
closely to the definition of reflex epilepsy precipitated 
by a local sensory stimulus in the larynx. Reasons are 
then given for concluding that cerebral congestion asso- 
ciated with altered cardiovascular conditions is responsi- 
ble in the majority of cases. Of particular interest is 
the occasional loss of consciousness with twitching move- 
ments that may occur in healthy adults during the 
40-mm. mercury test, which has been routine in the 
R.A.F. for many years. This occurs only when forced 
expiration has lasted over a minute, and is thought to be 
analogous toeffects seen in bouts of prolonged paroxysmal 
coughing with little or no expiratory interruption owing 
to glottic spasm. The fixing of the chest and the rise 
of pressure within the thorax effectively prevent the 
return of the blood to the great veins and cause con- 
siderable cerebral congestion and loss of consciousness, 
which may be due to the cranial pressure changes or 
anoxaemia. That cerebral congestion can cause loss of 
consciousness has been shown by experiments in the giant 
centrifuge. 

It is concluded that cases of disturbance of conscious- 
ness associated with a severe bout of coughing should 
only be diagnosed as epilepsy when other evidence points 


to the patient being an epileptic, and that in the majority © 


of cases “‘ the basis of the attacks should be regarded as 
cardiovascular in origin.” A. M. Stewart-Wallace 


587. Neuromyelitis Optica. (Neurotticomielite. Con- 
tributo anatomo-clinico) 

G. Trinevut. Rivista di Neurologia [Riv. Neurol.] 16, 
314-330, July—Aug., 1946. 4 figs., 34 refs. 


Two cases of neuromyelitis optica are described. The 
first was in a man, aged 29, who developed blindness of 
the left eye followed by a transverse lesion of the spinal 
cord causing complete paraplegia. Within 7 months 
he recovered completely. The second patient, aged 45, 
became totally blind in 5 days, and developed 3 weeks 
later a transverse myelitis in the upper thoracic region; 


he became paraplegic within 72 hours, and died 2 months 
later. Histological examination of the cord revealed 
myelitis of a necrotic type, and similar changes were 
found in both optic nerves. F. K. Kessel 


588. Subdural Haemorrhage, Cysts, and False Mem- 
branes: Illustrating the Influence of Intrinsic Factors in 
Disease when Development of the Body is Normal 

K. InGus. Brain [Brain] 69, 157-194, Sept., 1946. 
35 figs., 44 refs. 


In this paper the author tries to explain the formation of 
subdural haematomata on the basis of the histological 
structure of the dura mater. He points out that whereas 
the arachnoid is covered on its outer surface by a layer 
of endothelial cells, there is no such covering on the 
inner layer of the dura mater, which is lined only by a 
layer of modified connective-tissue cells. These cells 
can form fibroblasts and do so when irritated by the 
presence of blood in the subdural space, whereas adhesion 
of blood clot to the arachnoid is prevented by the endo- 
thelial covering of that membrane. Thus a delicate 
vascular false membrane comes to surround the blood 
clot, and by rupture of its thin-walled vessels may 
increase the size of the mass. 

[The most important contribution made by the author 
in this article is the careful histological comparison of 
the dura mater with other connective-tissue membranes 
and the demonstration of the nature of its lining cells. 
The abstracter does not follow his argument when he 
invokes Trotter’s theory of the barrier between neural 
and somatic tissues to explain the progressive nature of 
many subdural haematomata.] J. G. Greenfield 


589. Treatment of Cryptococcic Meningitis with 
Penicillin. Report of a Case 

L. C. HAMILTON and P. E. THOMPSON. American 
Journal of Diseases of Children {[Amer. J. Dis. Child.] 
72, 334-342, Sept., 1946. 4 figs., 12 refs. 


Up to the present time 97 cases of this disease (better 
known as “torula meningitis”’’) have been reported: 
only 3 of the patients were under 10 years of age. Patho- 
genic strains of the yeast fungus vary in virulence, and 
the disease varies in severity and duration. Commonly 
the clinical picture is that of a chronic meningitis of 
many weeks’ or months’ duration, and this may be 
associated with lesions in other organs, especially 
pulmonary infiltrations. The disease should be suspected © 
in all cases of acute or chronic meningitis when satis- 
factory proof of other cause is not at once apparent. 
The organism must be looked for and cultivated from the 
cerebrospinal fluid; otherwise the spinal-fluid findings are 
not distinctive. The fluid is clear in appearance, there 
is a cell count of several hundreds per c.mm. with a 
proportion of polymorphonuclear leucocytes, increased 
protein (100 to 200 mg. per 100 ml.) low chlorides, and 
low sugar. The importance of early diagnosis cannot 
be over-emphasized because penicillin now offers some 
hope of a cure, provided it is given before the organiza- 
tion of exudate and formation of arachnoidal adhesions 
put the organism out of reach of the drug. 
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All other forms of treatment have been generally 
unsatisfactory; they include iodides orally and intra- 
venously, deep x rays, acriflavine intrathecally, massive 
doses of vitamin D, various sulphonamides and combina- 
tions of these measures. All have failed more times than 
they have succeeded. In none of the recorded cases has 
therapeutic success been striking, and recovery, when it 
occurred, may well have been associated more with 
strains of low virulence than with the effect of treatment. 
However, Hobby and his associates have shown that 
Cryptoccus neoformans, the causal organism, is extremely 
sensitive to penicillin in vitro, and the present report 
indicates that penicillin is at least capable of effecting a 
striking reduction of the organisms in the cerebrospinal 
fluid. A case is recorded from the Charity Hospital, 
Louisiana, in a child of 6 years. The diagnosis, as 
commonly happens, was made late and at a time when 
ventricular dilatation and other irreparable brain changes 
had already occurred. Sulphadiazine therapy had no 
discernible effect. Penicillin in moderate dosage, 
10,000 units intramuscularly every 3 hours, combined 
with 20,000 units intrathecally daily for about 18 days, 
produced a precipitous decline from about 1,000 colonies 
per ml. of spinal fluid to 30 colonies per ml. after a 
lapse of some 6 days. This fall did not occur until the 
penicillin concentration in the spinal fluid reached at 
least 0-0156 units per ml., 24 hours after the last intra- 
thecal injection. Thereafter the fall in the number of 
colonies continued but did not reach zero, and in spite of 
the dramatic reduction in the organisms the patient 
showed no clinical improvement. 

The authors rightly stress the importance of early 
diagnosis in order to give penicillin treatment a better 
chance of success, and also suggest that the systemic 
dosage might be higher than that given in the above case. 

H. Stanley Banks 


590. Cerebral Arteritis and Phlebitis in Pneumococcal 
Meningitis 

H. Cairns and D. S. RusseLt. Journal of Pathology and 
Bacteriology [J. Path. Bact.] 58, 649-665, Oct., 1946 
17 figs., 7 refs. 


Penicillin in adequate doses very greatly reduces the 
mortality in pneumococcal meningitis. In cases where 
the treatment is-delayed or loculation has occurred death 
may supervene at a much later stage than in cases not 
treated with penicillin. Some of the fatal cases in which 
death has been delayed by chemotherapy show progres- 
sive alterations in the cerebral blood vessels resembling 
those of polyarteritis nodosa. The possibility of re- 
infection from such loculi suggests that tissue sensitiza- 
tion may be partly responsible for these lesions. 

In the early stages where death occurred within a few 
days, thrombophlebitis and purulent endarteritis were 
found in the larger vessels of the leptomeninges. Small 
arterioles below the necrotic ependyma showed fibrinoid 
necrosis. The same changes have been found in cases 
in which chemotherapy was not employed, and must, 
therefore, be the result of the infection. Where the 
infection had lasted about 2 weeks there was a tendency 
for arterial lesions to be found in those parts where pus 


had stagnated; this commonly occurred at the base of 
the brain, and the walls of the middle meningeal artery 
also showed fibrinous deposits often with foci of purulent 
periarteritis. These gross changes affecting the vessel} 
walls have not apparently been previously reported in 
purulent meningitis. In the late stages, where meningitis 
had lasted for 49 and 53 days, vascular damage resembled 
that seen in periarteritis nodosa. The changes included 
fibrinoid necrosis, endarteritis fibrosa, and thrombosis, 
Perivascular infiltration with inflammatory cells was 
found. 

The authors cannot exclude the possibility that tissue 
sensitization may be a factor in the production of these 
lesions, as claimed by Rich and Gregory (Bull. Johns 
Hopk. Hosp., 1943, 72, 65). They have, however, seen 
several cases in which complete recovery occurred after 
more than 6 successive attacks of pneumococcal 
meningitis (Smith et al., Lancet, 1946, 1, 185). 

R. H. D. Short 


591. Ganglioglioma of the Hypothalamic Region, 
Clinical and Histopathological Study of Gangliogliomata 
of the Third Ventricle. (Ganglioglioma della regione 
‘jipotalamica. Studio clinico ed istopatologico dei 
gangliogliomi del IIT ventricolo) 

D. Corspino. Rivista di Neurologia [Riv. Neurol.} 16, 
290-313, July—Aug., 1946. 6 figs., 21 refs. 


The author observed a child, aged 14, exhibiting 
periodical crises of hypersomnia and signs of increased 
intracranial pressure. The patient suffered, as revealed 
at necropsy, from a small tumour of the third ventricle 
blocking the iter, and died 2 years after the onset of 
symptoms. Histologically the growth showed the 
characteristics of a ganglioglioma. The author quotes 
the relevant literature, adds some ideas about the 
histogenesis of these tumours, and discusses the micro- 
scopical differential diagnosis. F. K. Kessel 


592. Reactivity of the Choroid Plexuses in Relation to 
the Haemato-Encephalic Barrier. (La _ reattivita dei 
plessi coroidei nel quadro della barriera ematoencefalica. 
(Studio istopatologico sistematico)) 

E. Rassegna di Studi Psichiatrici (Rass. Studi 
psichiat.] 36, 3-69, Jan.—March, 1947. 9 figs., Biblio- 
graphy. 
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593. Multiple Neuritis (Guillain-Barré Syndrome). 
(Sull’inquadramento nosografico della sindrome di 
Guillain-Barré-Strohl) 

D. ZANELLO. Rivista di Neurologia [Riv. Neurol.] 16, 
249-289, July—Aug., 1946. 19 figs., 35 refs. 


A 32-year-old man came under the author’s care 
complaining of increasing weakness of the left leg. 
Examination revealed fibrillation of most of the muscles 
of this leg and wasting and paralysis of certain individual 
muscles. The tendon reflexes of the left leg were absent, 
and the reflexes of the right leg and of both arms were 
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impaired. The patient experienced transient paraes- 
thesiae of both legs, but objective sensory disturbances 
were not found; slight papilloedema was present. The 
cerebrospinal fluid had an increased protein content but 
normal cell count. The condition of the patient 
deteriorated slowly; the right leg became more and more 
affected; he developed bronchopneumonia complicated 
by lung abscess, and died 8 months after the onset of 
symptoms. 

Necropsy revealed intense hyperaemia of the spinal 
vessels, moderate leptomeningitis in the region of the 
spinal roots, and calcified plaques in the arachnoid mem- 
brane. Histological examination demonstrated retro- 
gressive changes of the peripheral neurones; they were, 
however, found in the lumbosacral region only, more on 
the left than on the right side. Extensive damage of the 
motor cells was observed as well as demyelinization 
of the anterior nerve roots and of the peripheral nerves. 
The quadriceps muscle showed atrophic changes. 

This case is, in the author’s opinion, an amyotrophic 
variety of Guillain-Barré’s syndrome, showing histo- 
logically the changes of a myelo-meningo-radiculo- 
neuritis. The author concludes with speculative remarks 
regarding the aetiology of this peculiar form of poly- 
neuritis. F. K. Kessel 


594. The Effect of Rupture of the Perineurium on the 
Contained Nerve-Fibres 

S. SUNDERLAND. Brain [Brain] 69, 149-152, June, 1946. 
1 fig., 4 refs. 


In these experiments the ulnar nerve of the common 
Australian opossum was exposed above the medial 
humeral epicondyle, and one quadrant of the perineurium 
of the main nerve bundle was neatly incised with fine 
scissors, producing a small herniation of the contained 
tissue. The nerve at this point consists of a single large 
nerve bundle with occasionally one or two small satellites. 
The operation was repeated in 10 specimens, the depth of 
the incision varying slightly at each operation. After 
intervals varying for from 10 to 21 days the nerve was 
re-exposed, stimulated electrically proximal and distal 
to the lesion, and then excised. Serial sections of the 
nerve after treatment by Swank and Davenport’s method 
counterstained with Van Gieson were examined histo- 
logically. 

The function of the hand and fingers was not apparently 
impaired in any way by the operation. Electrical stimu- 
lation of the nerve above, at, and below the level of the 
injury produced normal contraction of the ulnar muscles 
in all cases, including the specimens containing a single 
large nerve bundle only. Widespread reflex responses 
were produced during division of the nerve below the 
site of rupture—these were abolished by the severing of 
the nerve proximal to the lesion—indicating that impulses 
travelled centrally past the site of damage. This occurred 
in all cases, including the specimens in which there were 
no small satellite bundles. Histological examination 
showed Wallerian degeneration confined to those fibres 
immediately underlying the incised perineurium and 
directly injured by the operation and no widespread 
degeneration within the bundle. 


It is concluded from these experiments that rupture of — 
the perineurium itself does not lead to widespread 
degenerative changes within the affected funiculus, and 
that the only fibres affected are those directly damaged 
by the injury causing the rupture. The findings do not 
support the thesis of Dustin (Ambulance de I’Ocean, 
1918, 2, 135) that the consequences of a lateral injury 
in a poorly funiculated nerve are more serious than in a 
richly funiculated one, owing to secondary widespread 
damage throughout a funiculus in which the perineurium 
is injured; and that a lateral neuroma should be 
excised with a partial nerve suture in the latter case, 
though the nerve should be completely resected and 
sutured in the former. 

A. M. Stewart-Wallace 


595. Neurologic Disease following Infections of Throat 
and Skin and Incidence of Diphtheritic Infections 

L. H. Bronson. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 56, 558-566, Nov., 
1946. 7 refs. 


A clinical and bacteriological study is presented of 
polyneuritis occurring in U.S. troops on active service 
in the Far East. Group A (13 cases) was studied within 
a few months of onset of symptoms. Group B contained 
60 cases, all previously evacuated to hospital in the U.S.A. 
Clinical details are somewhat scanty, but the cases would 
appear to be examples of polyneuritis with or without 
cranial nerve palsies. They were classified, according to 
severity, into three groups. The object of the investiga- 
tion was to determine the aetiological importance of 
Corynebacterium diphtheriae. 

In Group A there was no evidence that dietetic 
deficiencies were important. Twelve patients gave a 
history of severe sore throat at intervals of from 3 to 60 
days before the onset of polyneuritis, and in 8 there was 
also a history of cutaneous disease. The sera of all 
patients were tested for the presence of diphtheria anti- 
bodies by the Jensen modification of R6mer’s technique, 
but the titre at which toxin was neutralized was found to 
be no higher than in a control series of 13 patients. It 
was therefore considered that the polyneuritis was non- 
diphtheritic. Asearch fora filterable virus wascompletely 
negative. A final follow-up was not possible, but the 
total duration of the polyneuritis was estimated at any- 
thing from 5 to 8 months. Mortality, apparently, was 
nil. 

The 60 patients in Group B had been evacuated because 
of primary cutaneous disease. Fifty gave no history of 
sore throat and in 5 of these C. diphtheriae was isolated 
in culture from the skin lesions. Of the 10 patients 
with a history of sore throat, 2 had proved faucial 
diphtheria and 5 had probable diphtheria. Excluding 
the 5 cases of proved cutaneous diphtheria and the 2 cases 
of faucial diphtheria, the percentage of positive Schick 
reactions was similar to that in an equivalent number of 
control cases. For the majority of the cases in this group, 
as for the first, the author concluded that C. diphtheriae 


* was not the causative agent. 


G. E. Smyth 
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DISEASES OF UNKNOWN AETIOLOGY 


596. Etiology of Idiopathic Epilepsy 

J. M. Nrecsen. Bulletin of the Los Angeles Neurological 
Society [Bull. Los Angeles neurol. Soc.] 2, 97-101, 
Sept.—Dec., 1946. 6 refs. 


Of recent years there has been a tendency to ascribe 
idiopathic epilepsy to focal cortical agenesia (microgyria). 
Courville has shown that asphyxia by carbon-monoxide 
poisoning may have as its end-result distinct cortical 
lesions closely resembling morphologically the lesions 
found in the brain of epileptics. These considerations 
led the author to investigate the possible part played by 
asphyxia neonatorum in the genesis of epilepsy. In a 
series of 105 consecutive cases of epilepsy he found that 
in those cases where fits began in the first decade no 
less than 60% were first-born childrén; where the 
epilepsy began in the second decade the incidence of 
primogeniture was 51-4%. After 20 years of age 
only 33% of patients were first-born children. It would 
appear, therefore, that in an average family of 4 children 
the first-born is 3 times as susceptible to epilepsy 
as are the later children. In the present series 49 patients 
were not first-born, but evidence of antecedent cerebral 
damage was obtained in all but 11 cases. The author 
concludes that dystocia and prolonged labour are, in 
all probability, significant factors in the causations of 
epilepsy. G. E. Smyth 


597. Treatment of Epilepsy with Hydantal, a New Anti- 
Convulsive Drug. A Preliminary Report of its Use in 
Sixteen Cases 

K. O. Von HaGEN. Bulletin of the Los Angeles Neuro- 
logical Society [Bull. Los Angeles neurol. Soc.] 2, 168-171, 
Sept.—Dec., 1946. 5 refs. 


The author treated 16 cases of epilepsy of diverse 
aetiology with “‘ hydantal”’. This preparation consists 
of 3-methyl-5,5-phenylethylhydantoin (0-1 g.) in com- 
bination with phenobarbitone (0-02 g.) in tablet form. 
Of the 16 cases treated good results were claimed in 9. 
Toxic reactions were negligible. The drug was less 
beneficial in petit mal than in grand mal. The dose of 
hydantal given was usually one tablet twice or, more often, 
three times daily, and phenobarbitone was usually given 
as well. G. E. Smyth 


598. Management of Patients with Chronic Headache 
A. P. FRIEDMAN, C. BRENNER, and H. H. MERRITT. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 132, 498-502, Nov. 2, 1946. 4 refs. 


The authors group chronic headache into migrainous, 
post-traumatic, and psychogenic, and regard all 3 
types as due to dilatation of intracranial arteries. They 
stress the difficulty of recognizing psychogenic headache 
by its character and distribution, but state that local 
infiltration of the scalp with 1 to 2% procaine or normal 


saline will give relief in a few minutes in psychogenic 
headache alone; the relief is temporary and attributed 
to suggestion. The psychosomatic factor is regarded as 
highly important in migraine, and simple psychiatric 
investigation and treatment by explanation and reassur- 
ance is recommended. Ergotamine tartrate and the 
new derivative D.H.E.-45 (dihydroergotamine) were 
found of equal value in migraine, especially if combined 
with a rapidly acting barbiturate. No appreciable 
response was obtained from “ octin mucate”’. 
[Hypertensive headaches are not mentioned in this 
paper, and nothing is said of the part played by muscle 
spasm. It is not clear whether post-traumatic headaches 
J. W. Litchfield 


are regarded as psychogenic. ] 


599. The Effect of Di-isopropyl-fluorophosphate (DFP) 
upon Patients with Myasthenia Gravis 
J. H. Comroe, J. Topp, G. D. GAMmon, I. H. Leopotp, 
G. B. KoeE.LLe, O. BODANSKy, and A. GILMAN. American 
Journal of the Medical Sciences [Amer. J. med. Sci.) 212, 
641-651, Dec., 1946. 2 figs., 18 refs. 


Di-isopropyl-fluorophosphate (D.F.P.) has been shown 
to produce marked inhibition of cholinesterase in serum, 
red cells, muscle, and brain for long periods. In view of 
the probable production of the symptoms of myasthenia 
gravis by a deficiency of acetylcholine at the myoneural 
junction, the effects of D.F.P. on muscle strength in 
7 myasthenic patients were investigated and compared 
with those of ** neostigmine ’’ (prostigmin). 

D.F.P. was given orally or intramuscularly in doses of 
up to 4 mg., the dosage being limited by the production 
of nausea and vomiting. Although the plasma choline- 
sterase was lowered to zero the resulting improvement 
was in every case less than that produced by neostigmine; 
2 patients showed considerable improvement and 


- 1 marked beneficial effects, while the other patients 


showed doubtful improvement or none at all. The 
authors conclude that its clinical usefulness is dependent 
on its prolonged action, and that it may be useful to 
cover the fluctuations in fatigue seen in cases treated with 
neostigmine alone. The possible reasons for the poor 
therapeutic results with D.F.P. are discussed. 

J. W. Litchfield 


600. Anatomical and Ciinical Study of Postencephalitic 
Parkinsonism with Special Reference to Lesions of the 
Substantia Nigra and to the Akinetic-hypertonic Syndrome. 
(Contributo allo studio anatomoclinico del parkinsonismo 
postencefalitico con particolare riguardo alle lesioni 
della nigra e alla sindrome acinetico-ipertonica) 

P. PiNELLI. Acta Neurologica [Acta neurol., Napoli] 2, 
1-22, Jan.—Feb., 1947. 8 figs., Bibliography. 


601. Paramyoclonus Multiplex (Friedreich). A Clinico- 
therapeutic Study 

A. A. Morris. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 57, 342-350, March, 
1947, 3 figs., 10 refs. 
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602. Depression 
R. Goop. British Journal of Medical Psychology [Brit. 
J. med. Psychol.] 20, 344-375, 1945-46, 13 refs. 


This is a valuable and thought-provoking study of 
depression through which the author is led to a unifying 
conception of mental illness as a whole which, while it 
may not be acceptable to all psychiatrists, is certainly 
worthy of careful consideration. The earlier observa- 
tions of the author were conducted in a mental hospital, 
but he thinks that this field of study leads to a too static 
conception of what may be only phases in the natural 
history of mental illness. His observations in the 
Forces, on the other hand, have enabled him to study 
the underlying personalities of patients exhibiting depres- 
sion. He distinguishes two types sharply contrasted on 
superficial clinical examination, and gives a comparative 
table of their characteristics. The first is the classical 
melancholia with intense sense of guilt, a desire for self- 
punishment often leading to suicide, and retardation of 
both physical and mental functions. The second is 
much more vague, with complaint of depression but 
much less marked clinical manifestations, little true urge 
to suicide, though gestures to thatend arecommon. The 
patient often gives the appearance of mental normality, 
though, as the author points out, characteristic schizo- 
phrenic behaviour sometimes amounting to hallucina- 
tions and paranoid delusions are apt to intrude and even 
replace the depression. 

Having described these two types, the author discusses 
the personality background from an analytic standpoint, 
and concludes that all mental illness is due to a disintegra- 
tion of the ego; he thinks that in everyone there are two 
conflicting tendencies—one leading to ego disintegration 
and the other to social adaptation, the latter being 
much the stronger in “‘ normal people”. The manifesta- 
tions of mental illness depend, according to this theory, 
on the phase at which the disintegrating force threatens 
the ego or gains the ascendancy, which, if the latter is 
complete, leads to a total dementia with absolute with- 
drawal from the environment. On this basis schizo- 
phrenia is the basal and fundamenta! mental illness, and 
he points out and gives examples of how cyclic depres- 
sions may be replaced by schizophrenic reaction, though 
the replacement of a schizophrenic depression by a 
true melancholia does not seem to occur. He regards 
anxiety as the prime factor in the disintegration of the 
ego, and considers that many mental symptoms are 
“natural”? attempts to buttress the ego against the 
disintegrating forces, on the analogy perhaps of osteo- 
phytes in the disintegrating process of an osteo-arthritic 
joint. He discusses the relationship of depression. to 
aggression. In the melancholic the aggression is directed 
against the self because the ego has incorporated the 
hostile forces of the environment. Finally he discusses 
modern physical methods of treatment, and concludes 


that, while they may mask symptoms and even retard the 
progress of the disease, they can never cure the patient. 
R. G. Gordon 


603. Porphyria: Neuropsychiatric Aspects in the Case 
of a Negro 

J. M. ScHNeck. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 104, 432-437, Oct., 1946. 5 refs. 


More attention has been paid to porphyria recently 
(cf. Lancet, 1947, 1), and it may be a less rare disease 
than was supposed. It would seem that this is the first 
recorded case of the disease occurring in a negro. Both 
neurological and psychiatric symptoms are prominent 
in porphyria and may consist of paraesthesiae and 
pains in the limbs, paresis and paralysis, delirium, 
hallucinations, epileptic fits, and coma. The pareses 
may be intermittent, widely distributed or scattered, 
and marked anxiety may accompany such pareses. 
Degeneration in central arid peripheral nerve cells and 
fibres has been observed. Reflexes may be absent, and 
characteristically may be elicited and then reinforced 
by repeated tapping of the tendon. The presence of 
porphyrinuria at the time of examination is not necessary 
for the diagnosis. Patients are frequently of the hysteric 
type. 

The negro, who was 40 years old, became ill in Novem- 
ber, 1944, when he began to experience anxiety in crowds, 
generally accompanied by muscular weakness, dizziness, 
throbbing and flushing in the head. There was a history 
of red urine, though this was not found when he was 
examined. He was the thirteenth of 17 siblings, but 
nothing significant was found in their medical history. 
He was of a hysterical type and had several attacks of 
anxiety, weakness, and failure of vision, with vari- 
ability in reflex responses, which showed the charac- 
teristic accentuation of responses on repeated tapping 
of the tendon. Thenar and hypothenar | atrophy 
appeared, indicating damage to anterior horn cells. The 
diagnosis depends on the history of the red urine and the 
syndrome of anxiety paresis, reflex phenomena, and 
atrophy. No further follow-up of the case is recorded. 

R. G. Gordon 


604. Liickenschadel in a Patient with Amnesia Amenable 
to Hypnotherapy: A Personality Study 

J. M. SCHNECK. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 104, 249-262, Sept., 1946. -2 figs., 
20 refs. 


The congenital anomaly of lacuna skull is apparently 


commoner than the literature would indicate. It is 
usually detected by radiologists in newborn infants, and 
only one other patient (a 17-year-old boy) is known to 
have lived beyond infancy. The patient reported in 
this paper was 18 years old, and a limited study of his 
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personality is presented together with many physical 
details. Between the ages of 6 and 13 he had frequent 
spells of staring with loss of contact with his environment 
lasting up to 30 minutes; the attacks occurred irregularly, 
sometimes several times a day. He was admitted to 
hospital suffering from amnesia 2 days after joining the 
Army. He had a sore throat, his temperature was 
99° FP. (37-3° C.), and he was distressed. Tendon reflexes 
were brisk and the right Babinski reflex was indeterminate. 
Blood and cerebrospinal fluid were examined, but the 
findings were negative. Under hypnosis he recalled the 
onset of his amnesia with headache and a short period of 
unconsciousness, and then described the attempts of 
others to waken him and his own dazed feeling. Further 
hypnotic sessions suggested deep anxieties, which were 
not explored because of limitations of time. Additional 
interviews revealed him as a bespectacled, extremely 
boyish, euphoric young man, immature and simple, with 
an intelligence estimated clinically to be low but without 
gross intellectual defects. It was revealed that he had 
been disappointed in a love affair, and that he had 
just been divorced from a second girl with whom he had 
not consummated marriage. He now wanted to marry 
another girl. 

There was bilateral hyperopic astigmatism. Radio- 
logically his skull showed multiple areas of decreased 
density, his sacrum revealed a spina bifida occulta in- 
volving the first sacral segment, and the lumbar spine 
indicated early spondylosis deformans. 

The literature of the condition is reviewed and sum- 
marized together with the theories formulated to account 
for its existence. The honeycombed skull as seen in a 
radiograph represents decreased calcification of the 
cranial bones, which are markedly plastic. Aetiological 
factors suggested are: (1) increased intracranial pressure; 
(2) occlusion of the vertebral artery with relative 
ischaemia of the cranial bones; (3) delayed development 
or calcification of skull bones; (4) failure of ossification 
to keep pace with the rapid growth of the brain during 
the latter months of pregnancy, and abnormal pressure 
on the vertex during delivery; (5) nutritional deficiency; 
(6) increased intracranial pressure during intra-uterine 
life. The literature emphasizes the concurrence of 
meningocele and spina bifida. The coincidence of 
amnesia and dissociative states with the condition is 
discussed. The psychopathology, surveyed superficially 
as it was, might be that of one of the commonly known 
functional disorders, but might also be explained as one 
manifestation of possible organic cerebral defect. 

. T. F. Main 


605. Preliminary Report on the Effect of Glutamic 
Acid Administration in Mentally Retarded Subjects 

K. ALBERT, P. Hocu, and H. Waetscn. Journal of 
Nervous and Mental Disease [J. nerv. ment. Dis.| 104, 
263-274, Sept., 1946. 10 refs. 


Three years ago di-glutamic acid hydrochloride was 
stated by Price, Waelsch, and Putnam to affect (in 
conjunction with anticonvulsant therapy) seizures 
associated with slow wave activity in the electroencephalo- 
gram. It was noted that the increase in alertness and 


congeniality could not be correlated with the incidence 
of seizures. It was shown that the natural form of 
glutamic acid was as effective as the racemic in many 
respects. Experiments on growing rats by Zimmerman 
and Ross showed that the addition of glutamic acid to q 
complete diet improved learning ability. Albert and 
Warden concluded that when given glutamic acid white 
rats solve problems better. 

The effect of glutamic acid upon 8 non-epileptic: 
mental defectives is reported. Intelligence quotients 
(1.Q.) were established by a basic series of intelligence 
tests, with further tests varied to match the intellectual] 
status of the individual subject. Re-testing was per- 
formed at intervals, and the effects of placebos and of 
glutamic acid on I.Q. were compared in each individual, 
Two patients were excluded from the study for causes 
unconnected with the treatment. Four detailed case 
histories are given, and all showed a rise in I.Q. during 
glutamic acid administration and a regression to the 
original level when placed on placebos. 

The patients selected had secondary mental deficiency, 
for it was expected that the effect of the chemical on the 
brain metabolism would be more marked in those whose 
intellectual potentials were basically normal but were 
damaged by brain injury. Seven or 8 patients showed 
unmistakable rises in I.Q. of varying degree following 
oral administration of 8 to 10 g. of glutamic acid a day. 
Relapse after discontinuance of the treatment was 
inevitable but was not always discernible immediately 
after the cessation. The rapid rises in I.Q. can hardly be 
ascribed to maturation or environmental influences, nor 
to increased familiarity with the tests. Re-testing under 
treatment was performed under similar conditions and 
at similar intervals to re-testing before treatment. 
During the period when a placebo was given a fall in 
1.Q. to the level present before the test was universally 
noted. Increased alertness and persistence were noted 


. during treatment, together with decreased emotional 


lability and restlessness; the total personality rather 
than circumscribed functions showed improvement. 
The authors and Zubin have made similar observations 
upon patients with confusion and memory impairment 
following electric shock. A 10% solution of glutamic 
acid (10 to 30 ml.) was administered intravenously at 
the height of confusion after 6 to 12 electric shock 
treatments. Emotional symptoms improved first, and 
improved behaviour preceded improved intellectual 
performance. Intellectual performance depends on 
many factors, including emotional status, and it is pos 
sible that glutamic acid only enables the patient to regain 
the intellectual functions inhibited by certain mental 
mechanisms. Inhibitions other than emotional ones 
may be involved, however, in the neural equilibrium 
reached after brain damage, and the fact that they can 
be removed is not a surprising possibility. 

No toxic effects were noted in mentally defective 
children, but evanescent gastro-intestinal disturbances 
were noted in the electric shock observations. Individual 
sensitivity was variable, and symptoms could largely be 
avoided if the injection was given slowly at the rate of 
1 ml. a minute. It is not possible to point to any bio- 
chemical mechanism, nor to say whether deficiency of 
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glutamic acid was a factor in producing the subjects’ 
condition. It is claimed that glutamic acid is the only 
amino-acid oxidized by brain slices, whereas chopped 
brain appears to be able to oxidize other amino-acids. 
The enzyme system which synthesizes acetylcholine in 
brain extracts, if inactivated by dialysis, is partially 
reactivated by the addition of glutamic acid, and this 
may explain some of the effect on toxic symptoms en- 
countered after electric shock. 

The influence noted on cases of secondary mental 
deficiency should not raise hopes that feeble-mindedness 
may be cured by glutamic acid. Social and educational 
aspects remain of great importance, and long tedious 
research will be necessary to solve the question of the 
specificity of glutamic acid and other substances. Never- 


‘theless the possibility of improving brain function by 


biochemical means should be tested further. 
T. F. Main 


606. Problems of Military Neuro-psychiatry 
§. BuRACK. Journal of Nervous and Mental Disease |J. 
nerv. ment. Dis.] 104, 284-295, Sept., 1946. 


The reaction patterns seen at a military hospital during 
the year from July, 1942, are examined. Psychoneurosis 
accounted for 51% and psychosis for 29% of the admtis- 
sions, although at times classification was difficult. The 
age distribution was not remarkable. Of the patients, 
60% had been in combat. Only 2% had been in the 
Service less than 6 months, 29 % had from 6 to 12 months’ 
service, and 69% had over 1 year’s duty. In 35% there 
was a family history of marked instability; in 20% there 
was a history of disturbed home circumstances before the 
age of 10. In civilian life 8% of the patients had been in 
hospital for emotional illness but had concealed the facts 
on enlistment. . 

Of psychoneurotic patients 34% manifested anxiety 
states, the majority having been in combat before ad- 
mission; prolonged shell-fire, especially at night, was the 
common precipitant. Some blamed physical weakness 
following disease; some noted that the presence of a 
comrade led to reassurance; some declared that periods 
of inactivity gave them time and opportunity to become 
“ jittery ’’; others mentioned comrade-loss as the trauma. 
General anxiety with somatic disturbances, startle 
reaction, fear of being closed in, nightmares, headaches, 
tension, tremor, and over-smoking were common 
features. Some patients noted emotional disturbance 
after admission for a surgical condition. Neurasthenia 
was diagnosed in 24%, and about half of these men 
had not seen combat. Anergia, somatic complaints, 
hysterical elaboration, and compensation neurosis were 
common features among them, and the majority had had 
symptoms for many years. Of the 23% diagnosed as 
hysterical, one-third bore the diagnosis of epilepsy 
before admission and over two-thirds had been in combat. 
Hysterical conversion phenomena were few, infantile 
regressive states were noted, and amnesia was a common 
finding, but stupor and excitement presented difficulties 
of differential diagnosis from psychosis, and schizo- 
Phrenic-like states of short duration were observed. 
Reactive depression accounted for 8% of the psycho- 


neuroses, and obsessive compulsive states for 6%, none 
of the latter patients having been in combat. 

Dementia praecox was the diagnosis in 78% of the 
psychoses. Catatonia of abrupt onset was the com- 
monest type seen and, although half of the patients had 
been in combat, the onset had occurred invariably in a 
rear area. Manic-depressive illness was found in 12% 
of the psychotic patients, mania being the common phase. 
Some psychotic patients had been receiving large doses of 
mepacrine. Of all patients admitted, 60% had epilepsy 
with typical grand-mal seizures and 5% were mental 
defectives. Chronic psychopaths accounted for 4% of 
all admissions. 

The average stay was 2 weeks, and opportunities for 
individual therapy were limited. Patients with anxiety 
state were not segregated at first, but it was found that 
their response was better when they were nursed in a 
quiet special ward. Sedatives, narcotics, reassurance, 
and later some group discussions on symptoms and 
psychodynamics produced remarkable improvement. 
Individual therapy was given to cases of amnesia, in 
which hypnosis gave excellent results. The neurasthenics 
did not improve. Facilities were limited and no specific 
measures were used for psychoses, excitement being 
treated by sedation and wet packs. 

Many patients showed radical improvement, but 
relapse in a rest area was common, and most of the 
patients appeared to need several months’ rest before 
they could assume limited duties. Their value for future 
combat appeared to be low. The scarcity of conversion 
symptoms was in contrast with their frequency in 1914-18; 
perhaps mobile warfare tends to produce anxiety 
reactions. A more thorough psychiatric examination 
on enlistment would have detected some neurasthenic 
and obsessional patients. The cases of schizophrenia 
were different from those seen in a civilian hospital, 
and rapid subsidence of symptoms was common even 
in the paranoid group. Cases of acute excitement 
had the best prognosis and simple types the worst. Some 
schizophrenics could have been eliminated at enlistment 
by social service data and by checking with records from 
civilian hospitals. Some patients who had been taking 
mepacrine exhibited impaired deep reflexes and con- 
fusion of sudden onset. Rapid spontaneous resolution 
in some contrasted with persistence of the clouded state 
in others. Treatment by fluids and vitamins was of 
little use. T. F. Main 


607. Electroshock and Personality Structure 
E. P. Mosse. Journal of Nervous and Mental Disease [J. 
nery. ment. Dis.] 104, 296-302, Sept., 1946. 1 ref. 


It should be recognized that electric shock is a psycho- 
logical as well as a physical experience, and that the 
electrical current affects the whole personality as a unit. 
In his attitude to the treatment and in his behaviour after 
the shock the patient offers clinical material of the utmost 
importance and significance. The psychiatrist who 
rushes from one patient to the next robs himself of his 
most essential opportunity. 

Physical variants do not fully explain the existence of 
different convulsion types. The acceptance of or 
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resistance to treatment, and what it represents, are 
additional factors of the individual reaction. The 
frequently observed masochistic eagerness and the 
craving for expiation of guilt will lower the threshold, 
while aggressive, anxious, or stubborn trends in a neurosis 
increase resistance. Two cases are described which 
illustrate a rise in obstinacy concurrently with the need 
for increased voltage and time in shock production. 

Psychological reactions following the shock show 
regressive phenomena, and the leading conflict with the 
super-ego may be presented. Oral phenomena are 
common. In more than half the patients the gag is 
sucked, and the resistance to giving up the gag may be 
in proportion to the deep oral needs. Later this type 
of patient may sit up cuddling his face and looking at 
the nurse with an expression of love. Other patients bite 
the rubber gag, with a facial expression of murderous 
hatred. 

Infantile aggressive phenomena may take various 
forms. Where the convulsive state seems unduly pro- 
tracted, closer observation suggests that the organic 
response was prolonged by psychologically driven aggres- 
sive kicking and struggling. In one instance a year of 
analysis had not broken a resistance of repressed aggres- 
sion until this shock reaction gave the first opening for 
psychotherapy. Again, a depressed psychotic with 
strong intrapunitive wishes has been seen to beat his 
left hand mercilessly with his right. As an example of 
infantile sexuality following the shock, an instance is 
quoted of a woman who began to caress and beat the 
psychiatrist, eventually attempting to seduce him 
during the psychological shock situation. Masturba- 
tion has been commonly noted, while sexual orgasm 
has also been observed. In certain therapeutic failures 
where reasonable success could have been expected the 
degree of resistance appears to be the causal element. 
A middle-aged woman with strong infantile wishes to 
castrate her father, and complaining much about the 
inefficiency of doctors, rendered the treatment impotent 
in this way. 

Success in treatment is due to a “ battering down ”’ of 
defence mechanisms. The more sick the patient and 
the deeper the regression of the psychosis the more treat- 
ments are necessary. The release phenomena following 
shock are regarded as the result of an easing-up of the 
super-ego processes, the shock being experienced as a 
punishment and an act of atonement. It.is indicative that 
the most spectacular results of shock treatment are 
accomplished in the involutional depressions, in which 
obscene post-shock behaviour suggests unusually strong 
guilt feelings in immature characters. 

The temporary impairment of memory is paradoxically 
associated with release of other memories from repression. 
This selective process appears to be provoked by the 
easing-up of the super-ego, and indeed the most impres- 
sive effect of shock treatment is the strengthening of the 
ego and its detachment from regressions. The commonly 
found increase in potency following shock might, it is 
true, be due to stimulation of neurological metabolism, 
but the assuagement of guilt feelings through punish- 
ment surely liberates the object cathexis of the repressed 
libido. The psychoses show a more spectacular improve- 
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ment with this treatment than the psychoneuroses, 
because the accumulated guilt is much more deeply 
experienced in psychotic patients and is, therefore, 
responsive to the punitive process involved. 

T. F. Main 


608. Periodic Psychosis with Cyclical Course on ag 
Background of Residual Cerebral Insufficiency. (Me- 
PHOMHYeECKHE NCHXO3bI C WHPKYJIAPHbIM TeYeHHeM Ha 
dove 
G. E. SukHarEvA. Hesponatonorua u 
[Nevropat. Psikhiat.] 15, No. 4, 6-13, 1946. 


The author considers a small group of cyclical 
psychoses (manic or depressive) occurring at puberty 
and associated with mental deficiency. [He does not 
describe his criteria for distinguishing them from the 
ordinary affective psychoses.] In 10 years this diagnosis 
was made 30 times at his clinic, though in only 
15 was the condition clear-cut. The patients are 
typically retarded, dull, inactive children, and the 
onset of the psychoses sometimes coincides with some 
trivial infection. There is a manic or depressive picture 
with disorientation, hallucinations, increased appetite, 
and slight fever. The condition lasts 2 or 3 weeks, 
and the attacks may be monthly or at intervals up 
to 3 years or more. In most cases attacks become rarer 
or cease, but in some they lead to dementia. Encephalo- 
graphy several times revealed dilatation of the third 
and lateral ventricles. Half the patients showed pitui- 
tary dwarfism or elements of Fréhlich’s syndrome. Only 
one case history is given, that of a boy of 15 who died; 
at necropsy there was absence of the olfactory nerves 
and bulbs, of the corpus callosum, and of the anterior 
commissure, as well as other cerebral abnormalities. 

Elliott Emanuel 


609. Preliminary Report on Psychological Studies of 
Refugees. (Vorlaufige Mitteilung tiber psychologische 
Untersuchungen an Fliichtlingen) 

M. Prister. Bulletin der Schweizerischen Akademie der 
Medizinischen Wissenschaften [Bull. schweiz. Akad. med. 
Wiss.] 22, 102-120, Oct., 1946. 


At the suggestion of the Swiss Academy of Medical 
Sciences a psychological study has been made of the 
refugee problem in Switzerland, with special reference to 
such questions as the refugee’s reason for taking flight, 
the consequences of his flight on the refugee, and the 
picture he presents in Switzerland. The study was based 
on a detailed questionary and: observations from 76 
visits to various refugee camps, 305 refugees being covered 
by the investigation. The findings were as follows: 
The refugee is a person who has taken flight in the face 
of some threatening external force. The consequences 
for him of this reaction vary according to the degree of 
his former attachments. Individuals who are greatly 
attached to their environments become totally lost by 
flight; they manifest certain psychic flight reactions— 
namely, fear of persecution, a greatly increased urge 
towards self-preservation, a tendency to cling to any 
values which have been saved, and an unduly high 


appt 
Indi’ 
Jittle 


beca 
lead 
of re 
men 
psyc 
bein 
psyc 
610. 
psy¢ 
J.E 
der 
med 
E 
The 
| diffe 
in 
schi 
| foul 
psy 
beg 
tim 
ner’ 
imp 
dan 
and 
pue 
call 
| the: 
psy 
of. 
the 
der 
inte 
sed 
pre 
Ten 
pat 
61 
Ch 
F. 
7 Ar 
Ps 
21 
Ta’ 
su 
m 
ca 
2 
fr 
tic 


TREATMENT 191 


appreciation of the country where they have found refuge. 
Individuals who are entirely consumed by an idea give 
jittle, if any, evidence of these flight reactions. 

The refugee in Switzerland is at a disadvantage 
because of the difficulty of establishing himself and 
because he is forbidden to work. The qualities of camp 
leaders determine whether the camp will be a true place 
of refuge or whether conditions will lead to the develop- 
ment among the inhabitants of a so-called internee 
psychosis. This psychosis progresses in two .stages, 
being followed by apathy. The refugee who is not 
entirely lost nearly always proves immune to internee 
psychosis. F. K. Kessel 


610. Emotional Psychoses. (Zur Frage der Emotions- 
psychosen) 

J. E. STAEHELIN. Bulletin der Schweizerischen Akademie 
der Medizinischen Wissenschaften [Bull. schweiz. Akad. 
med. Wiss.] 22, 121-130, Oct., 1946. 


Emotional psychoses are reactions to psychic traumata. 
They are similar to acute schizophrenic psychoses, but 
differ from them in their rapid development and especially 
in their prompt response to treatment. Neither a 
schizophrenic heredity nor a hysteric constitution can be 
found. These reactions occur as a rule in young, 
psychically labile patients, or in those who are in the 
beginning of the involution period and are at the same 
time suffering from a sensitive or over-excited vegetative 
nervous system. The nature of the emotional trauma is 
important, not for its threat to life, but for a more dubious 
danger, which, due to the correlated increase of psychic 
and vegetative factors, leads to psychosis. In cases of 
puerperal and climacteric psychoses as well as in so- 
called psychogenic schizophrenias, the importance of 
these emotional traumata can be proved. These 
psychoses can be compared with the emotional psychoses 
of Javanese natives which are of psychic origin, and with 
the diencephaloses due to the abuse of amphetamine 
derivatives. The author suggests the introduction of new 
intermediate remedies, between the usual vegetative 
sedatives on the one hand and treatment by insulin or 
prolonged sleep on the other. By means of these new 
remedies it would be possible to cure many schizophrenic 
patients and emotional psychoses in statu nascendi. 

. F. K. Kessel 


611. Effect of Glutamic Acid on Mental Functioning in 
Children and in Adolescents 

F. T. ZIMMERMAN, B. B. BURGEMEISTER, and T. J. PUTNAM. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
—. Chicago] 56, 489-506, Nov., 1946. 3 figs., 
1 refs. 


The effects of /(+)-glutamic acid, when given to white 
tats, in improving performance in simple maze tests 
Suggested the use of this substance in epileptic and 
mentally retarded children. The experiments were 
carried out on 9 subjects, 7 of whom were epileptic and 
2 mentally backward. The ages of the patients ranged 
from 16 months to 174 years. After an initial examina- 
tion and psychometric test, treatment with glutamic 


acid was begun. The dose was increased until some 
degree of increased motor activity appeared. , On the 
average 12 g. daily was found sufficient, but there was 
wide variation betweeén limits of 6 g. and 24 g. It was 
given orally as a tablet, powder, or capsule. The dura- 
tion of the experiment in each case was 6 months, and 
at the end of that time the psychometric test was repeated. 
In all cases standard tests, appropriate to the age of the 
subject, were employed. In 7 cases Rorschach testing 
was also used before and after treatment. The possi- 
bility that control of fits by itself might lead to improve- 
ment in mental performance was considered, although 
previous work had shown this to be unlikely. A control 
series of 9 children with epilepsy was treated with anti- 
convulsant drugs but without glutamic acid. No 
improvement in mental performance was observed. 

In the 9 subjects treated with glutamic acid there was, 
over a period of 6 months, a definite and statistically 
significant increase in the intelligence quotient. Further, 
the Rorschach re-tests showed in all cases a pronounced 
increase in mental productivity. In assessing the results 
full account was taken of the possibility of improvement 
due to the effect of practice. The good effect which 
followed treatment with glutamic acid cannot be ex- 
plained in the present state of knowledge of cerebral 
metabolism, but the authors suggest that it may be 
related in some way to the formation of acetylcholine. 
A brief clinical report on each of the 9 subjects is given in 
an appendix. 

[This is a well-controlled investigation. The results 
would seem sufficiently good to warrant further trial of 
the method.] G. E. Smyth 


TREATMENT 


612. The Use of Ether in the Narcoanalysis of Patients 
with War Neuroses 

H. H. Brewster. New England Journal of Medicine 
[New Engl. J. Med.] 235, 357-359, Sept. 12, 1946. 4 refs. 


Ether narcoanalysis was used in the treatment of patients 
with acute war neurosis admitted to an American Base 
Hospital in France between January and May, 1945. 
The patients presented a variety of symptoms, ranging 
from acute anxiety to gross hysteria and had spent from 
2 to 6 weeks in forward hospitals. A 2-week course of 
treatment, which included an “ ether interview,” followed 
by light sedation, a short course of modified insulin 
therapy, and the usual rehabilitation measures, was given 
to 100 selected patients. In the author’s experience the 
method is safe, but to prevent complications such as 
aspiration of stomach contents and apnoea the patient 
was given no food for 6 hours and 0-6 mg. of atropine 
sulphate subcutaneously half an hour before the inter- 
view. Ether was administered by the open-drop method 
by a trained anaesthetist, and within 2 to 5 minutes a 
marked emotional response often associated with violent _ 
behaviour was obtained. When a hypnotic level was 
reached no further ether was given, and abreaction was 
then carried out by the psychiatrist. It may be necessary, 
however, to administer ether more than once in an hour’s 
interview. Chronic psychoneurotics with deep-seated 
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mental conflicts required etherization short of uncon- 
sciousness. Ether narcoanalysis has some advantages 
when compared with intravenous drugs like pentothal. 
Because of its ready absorption and rapid elimination 
by the lungs the level of anaesthesia can be speedily 
controlled. The emotional response is greater with 
ether, and, furthermore, the patient remains conscious 
throughout the interview, retaining a memory of what 
has transpired. The method was particularly useful in 
clarifying a diagnosis and in selecting suitable patients 
for the 2-week course of treatment. Of a control group 
of 50 patients in whom ether was not used only 2 were 
capable of resuming duty overseas, while 50% of the 
patients under review were still on non-combatant duty 
overseas 2 months after discharge. A. Limentani 


613. Brain Concussion and Contusion and their Active 
Treatment by Passive Sleep Inhibition. (Cotpscenue u 
KOHTY3HA TouOBHOrTO MO3sra H HX AKTHBHOe 
MlaCCHBHbIM COHHbIM TOPMO)KEHHEM) 

A. O. Do.tn, I. I. Zporovskaja, R. J. RESNIKOV, and 
S. M. ZAMAKHOVER. Hesponatonorua u IicuxuaTpua 
[Nevropat. Psikhiat.] 15, No. 5, 51-53, 1946. 


The authors discuss the classification of closed head 
injuries and the mechanism whereby symptoms are pro- 
duced. They mention experiments with 13 dogs in 
which [unspecified] cerebral trauma of varying severity 
was inflicted, and observed disturbances of sleep rhythm, 
lowered motor activity, diminution of conditioned 
reflex responses, and “* disinhibition of instinctive activi- 
ties (nutritional and aggressive)*’. They suggest that 
this predominance of an inhibitory condition has a 
protective function, and therefore that treatment with 
sedatives should be employed in closed head injuries. 
They employed barbitone 0-3 to 0-5 g., phenobarbitone 
0-1 g., or chloral hydrate 0-8 g., three times a day, 
halving the dose after 5 days, and after 5 more days 
changing to bromide and caffeine. ‘* Bromide in small 
doses aids the concentration of the inhibitory process.” 

Elliott Emanuel 


614. Clinical Survey and Results of 200 Cases of Pre- 
frontal Leucotomy 

J. FRANK. Journal of Mental Science [J. ment. Sci. 92, 
497-508, July, 1946. 


The author states that his case material consisted of 
“the chronic population of an average county mental 
hospital”. The duration of stay in hospital before 
operation ranged from a few months to 14 years, with an 
average of 4 years and 3 months, and it is claimed that 
in all cases some form of treatment (the examples given 
comprising Occupational therapy, environmental adjust- 
ment, systematic psychotherapy, and shock treatment) 
had been tried without benefit. The age incidence 
ranged from 22 to 69 years, with an average age at opera- 
tion of 36 years. 

It was considered “impossible to indicate the 
probability of success of leucotomy, however tentatively 
and cautiously it is formulated, by any one symptom or 
pair of symptoms’”’; a “ colourful personality” and a 
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good emotional response were regarded as favourable 
signs, and those points generally recognized in Psychiatry 
as of good prognostic import, such as a sudden onset 
with a definite precipitating factor and a well-preserved 
personality and affect, were also held to make a favourable 
outcome probable. [No factual evidence is adduced 
as regards the better results obtained in the later cases of 
the series. ] 

Organic mental disorders—for example, arteriosclerosis 
and senility—were considered to be definite contra. 
indications, and unfavourable home circumstances 
which the patient might have to meet after discharge 
were held to favour a conservative attitude in treatment, 
As regards results, the patients were classified into three 
groups:—(a) social recoveries: those discharged from 
hospital and able to be gainfully employed; (5) improved: 
those who became more manageable but were not con- 
sidered well enough to live on their own and be self. 
supporting; members of this group might or might 
not have been discharged from hospital; and (c) not 
improved. The results are shown in the following 
table. 


Social Not 
Group Total Recovery Improved Improved 
Schizophrenic 92 19 28 44 
Paraphrenic . . 41 25 11 5 
Affective a 52 36 10 2 
Aggressive and 
oligophrenic 
psychopathies 11 1 ‘ 3 
Obsessional 4 3 1 sua 
Total .. 200 84 57 54 * 


* Not including 5 deaths. 


About one-third of the patients showed a short-lived 
confusional period lasting from 2 to 4 days after the 
operation, and 9 of the patients in the: older age group 
exhibited more chronic confusional reactions lasting 
over 2 months. Intelligence tests revealed no evidence 
of intellectual impairment except in certain cases of the 
age group over 55. Many cases, however, showed 
changes of personality. Such changes of personality 
as did occur are not, however, described in any detail, 
nor is their severity clearly indicated. 

[This is one of the largest series of cases to be reported. 
It is therefore a matter of regret that the report should be 
so sketchy and that more factual evidence is not adduced 
to support a number of rather dogmatic statements that 
are made. The mortality rate is stated to have been 
Desmond Curran 


615. The Influence of Electro-shock on Carbohydrate 
Metabolism in Schizophrenia. (Bnusnne snexTpocylo 

M. Y. Sereisky and L. I. LANDo. Hesponatonorua 
Icuxuatpua [Nevropat. Psikhiat.] 15, No.6, 19-21, 1946. 
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616. A Comparative Study between the Effects of 
Analysis and Electrical Convulsion Therapy in a Case of 
Schizophrenia 

M. ForDHAM. British Journal of Medical Psychology 
[Brit. J. med. Psychol.] 20, 412-421, 1945-46. 6 refs. 


The author admits that this article is more stimulative 
than conclusive, since it deals only with a single case, 
that of a female schizophrenic who “ recovered her 
sanity first on her own, secondly under analysis, and 
lastly under electric convulsive therapy”. She further 
“ illustrates what on the one hand analysis, and on the 
other the shocks, did to her”’. The analytical methods 
of Jung are employed and aim at increasing the individua- 
tion of the patient, who should thus develop his own 
system of values. These usually, but not necessarily, 
correspond to the system of values held by the society in 
which he lives. That a patient should conform to the 
dictates of society does not, therefore, imply that he has 
adequately developed his own personality and grown to 
adult estate. The author considers that analysis leads 
to the latter of these objects and shock therapy to the 
former, possibly by causing the patient to regress to a 
more docile and infantile state. The case history of the 
patient illustrates her three schizophrenic phases with 
suicidal attempts, which characteristically were not 
carried through with the determination of the melan- 
cholic and so failed. Although the analysis could not be 
carried out very intensively, a good deal of material 
was obtained both before and after the shock therapy, 
and the patient’s interpretations of the dreams and 
experiences are of great interest. Although the shocks 
resulted in considerable improvement in her social 
adaptation, there seemed to be no fundamental change 
in her personality; indeed, she became more dependent 
and less adult. The socialization was therefore a mask 
(personal) and so was not stable, though she did not 
become “‘ insane ’’ in the sense that she did not require 
shelter in a mental hospital. It is concluded that she 
was analysable and that by analysis she might have 
reached adult personality, although this was not in fact 
achieved. The author believes that the shock therapy 
actually reversed the analytic progress and may have 
permanently blocked the possibility of cure by this 
means. Clearly much more work along these lines is 
necessary before any valid conclusions can be reached. 

R. G. Gordon 


617. Eserine Treatment of Permanent Residual Pheno- 
mena following Traumatic Lesions of the Nervous System 
(SsepHHoTepanua CTOHKHX OCTATOYHBIX ABJICHHAX 
nocie TpaBMaTH¥eCKHX NOparKeHHH HEPBHOH CHCTEMBI) 
L. Y. NEMLIKHER and E. S. PEREPLIOTCHIK. Hespo- 
natonorua u Ilcuxuatpua [Nevropat. Psikhiat.] 15, 
No. 5, 72-74, 1946. 


The authors investigated the effect of eserine on 18 
miscellaneous cases with injuries to the head (7), spinal 
cord (9), and peripheral nerves (2). They gave physo- 
Stigmine salicylate, 0-8 to 1-4 mg. in 1% solution, in 
6 to 10 intramuscular injections at intervals of 2 or 
3 days. They provide clinical descriptions of 5 cases 


which appeared to benefit: a case of parietal gunshot 
wound with left hemiplegia and Jacksonian fits in which 
spasticity and headaches diminished, a case of para- 
sagittal gunshot wound with paralysis of both legs and 
one arm which improved, and a case of fractured base of 


. the skull with facial palsy and paraplegia attributed to 


a cauda equina lesion which recovered completely. 
They add that there may have been a hysterical element 
in this case. The remaining two are cases of peripheral 
nerve injuries—radial, median, and brachial cutaneous 
nerves after an axillary gunshot wound, and an external 
popliteal lesion. 

[From the clinical details given it is impossible to 
assess what organic lesions were present in these cases, 
and the authors themselves suggest that the benefit is 
partly psychological.] Elliott Emanuel 


618. Intravenous Injection of Sodium Amytal as a Test 
for Latent Anxiety 

S. SUSSELMAN, F. FELDMAN, and S. E. BARRERA. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 56, 567-580, Nov., 1946. 2 refs. 


This paper begins with general remarks on the great 
frequency of psychoneuroses in medical practice and the 
difficulties in many cases in differentiating them from 
organic diseases. Among such symptoms those resulting 
from “tensional”’’ and anxiety states are the most 
numerous and most closely simulate organic disease. 
The object of the paper is to present the results obtained 
from a simple diagnostic test which, the authors claim, 
gives great help in differentiating psychoneurotic from 
somatic symptoms. 

At a time when the symptom under investigation is 
present in an acute form the patient is given an intra- 
venous injection of “sodium amytal” in a solution 
containing gr. 1 (0-65 g.) per ml. Gr. 0-5 (0-032 g.) is 
injected at once, and further doses of gr. 0-5 at intervals 
of 40 to 50 seconds and of 2 minutes. Simple explanation 
and suggestion are given at the start of the experiment, 
and before the second and third injection the patient is 
questioned as to the relief, if any, of his symptoms. 
Neither drowsiness nor true analgesia can be expected 
from such doses. Marked relief of symptoms, even if 
the relief is of brief duration, is regarded as indicating a 
psychoneurotic origin of the complaint. 

More than 80 patients were tested by this, method, 
and their presenting symptoms are classified under such 
titles as headache, migraine, headache after lumbar 
puncture, ‘“‘sciatica’’, gastro-intestinal disturbances, 
dysmenorrhoea, and “anginal” pain. Although the 
diagnostic value of the test is particularly stressed it is 
mentioned that the method has a therapeutic application 
as well. 

[The style of this paper is somewhat verbose and here 
and there a certain naiveté of thought can be detected. 
What is more regrettable is the absence of controls. 
The authors nowhere question their assumption that 
this test will relieve psychoneurotic symptoms only and 
leave organically produced symptoms untouched.] 

G. E. Smyth 
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VIRUS INFECTIONS 
The Syndrome of Acute Transverse Myelitis in 


619. 
Measles. (Sindrome di mielite transversa acuta in corso di 
infezione morbillosa) 

R. Pediatria del Medico Pratico (Pediat. 


Med. prat.] 19-21, 404-408, Sept., 1946. 12 refs. 


A child aged 10, admitted to the Civil Hospital at 
Biella suffering from measles, developed on the third day 
after the rash had appeared signs suggestive of menin- 
gitis—severe headache, rigidity of neck, and a positive 
Kernig’s sign. Lumbar puncture showed a high pressure, 
20 mg. of protein per 100 ml., and 8 cells per c.mm. 
The patient was drowsy and uncooperative, but on the 
next day a more thorough examination became possible 
and revealed complete flaccid paralysis of both legs and 
loss of sensation below the level of D3 or 4. In addition 
the child was doubly incontinent. This condition 
remained unchanged for 48 hours, after which it im- 
proved slowly but steadily, so that 20 days after the onset 
the patient was practically normal again. The author 
considers this to be a case of acute transverse myelitis 
following measles. Discussing the differentia] diagnosis 
he excludes poliomyelitis, because only the legs were 
paralysed, all muscle groups were affected, and the cere- 
brospinal fluid became normal very quickly. Reviewing 
the literature, the author finds cases of this kind to be very 
rare indeed, whereas encephalitis following measles 
appears to be much more common. F. K. Kessel 


620. Herpes Zoster 

R. J. Reeves and L. B. Waters. Texas State Journal of 
Medicine [Tex. St. J. Med.) 42, 490-491, Dec., 1946. 15 
refs. 


The symptomatic form of herpes zoster results from 
injury to the dorsal root ganglia by tumour, trauma, 
vertebral disease, inflammatory exudate, heavy metals, 
blood diseases, or reticuloses. This is distinguished from 
the “* true herpes ”’, which is essentially an acute posterior 
poliomyelitis due to a transmissible filterable virus not 
related to the virus of herpes simplex, is associated with 
the general symptoms of eruptive febrile diseases, and 
confers immunity with freedom from recurrence. In 
the symptomatic form, action of the precipitating factor 
on the ganglia causes dilatation of the corresponding 
segment and a cluster of vesicles on a basic plaque of 
erythema is produced by an unknown mechanism 
[references to theories are given]. The symptoms of the 
predisposing cause precede the rash [and do not appear 
very different from the prodroma of “true zoster ”’]. 
A unilateral location and lymphocytosis favour the 
symptomatic rather than the true herpes. Multiple 
lesions are more common in the symptomatic form, and 
blood examination is specially indicated for leukaemia, 
Hodgkin’s disease [and syphilis]. 
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Treatment, in addition to “supportive ’’ measures 
such as calamine lotion, consists of injections of thiamine 
chloride or cobra venom, and, in particular, procaine 
nerve block, which is said to give the quickest and in most 
cases permanent relief. Radiotherapy is specially 
recommended. Keichline, in 1934 (Radiology, 2, 
372), used 150 r with a 3-mm. aluminium filter at 
30 cm.; there was complete relief in 90% of cases by 
one treatment. Tuggle, in 1940, found there was relief 
in 89% of cases treated in the first 7 days; he used 200r 
every other day for 5 or 6 treatments with 200 kilovolts 
through 1 mm. copper filter at 50 cm. distances. He 
found that 54% of patients were cured when symptoms 
had lasted more than 30 days. The author gives a total 
of 800 to 1,000 r with 200 kilovolts and a filter of 0-5 mm, 
copper and 1 mm. aluminium at 50cm. distance. Patients 
who had increased pain after the first treatment responded 
more readily. Fifteen of 16 patients treated in the first 
week were free from pain in 7 to 10 days, but there was 
failure in 403 cases, where the lesion had lasted more 
than 29 days. All areas were treated. A combination 
of procaine injection and irradiation is suggested as the 
treatment of choice. 

[The lack of controls is notable. Probably less than 
10% of cases of zoster are in any event left with post- 
herpetic neuralgia.] W. A. Bourne 


621. Influenza B in 1945-46 

J. A. DuDGEON, C. H. Stuart-Harris, R. E. Gover, 
C. H. ANDREWES, and W. H. Lancet [Lancet 
2, 627-631, Nov. 2, 1946. 1 fig., 16 refs. 


Influenza in Great Britain in the winter season 1945-46 
was found to be due to type B virus. The deaths from 
influenza reported weekly began to increase in the second 
week of December, 1945, and rose irregularly to a peak 
in the last week of January and first week of February, 
1946, after which there was a slow decline. Some areas 
did not register any considerable increase. By compari- 
son with recent epidemics that of 1946 was moderately 
severe. During this time there were several sharp 
outbreaks at residential schools in the south of England. 
Most infections were shown by haemagglutination- 
inhibition tests to be due to virus B, although there were 
some cases of A infection. 

In all 54 garglings were examined for virus, and 12 
positive results were obtained. Garglings were inocu- 
lated “‘ neat” into the amniotic cavities of 13-day-old 
chick embryos; each egg before inoculation received 
0-1 ml. of 5% sodium sulphadiazine;, enough penicillin 
was added to the garglings to produce a final concentra- 
tion of 125 units per ml. [See Beveridge and Burnet, 
Spec. Rep. Ser. med. Res. Coun., Lond., No. 256, 1946.] 
The freshly isolated strains were closely related one to’ 
another antigenically, but distinct from the well-known 
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Lee strain of B virus. There was a fairly close relation- 
ship to the Australian strains. In a small group of per- 
sons vaccinated with a product containing strains PR8 
(A) and Lee (B), there was an equal rise in B antibody 
to both Lee and the current virus; this indicates that 
yaccines containing Lee are likely to be effective against 
other B strains. It proved impossible to adapt the B 
strains to ferrets or mice. Trials were carried out of a 
polyvalent A and B vaccine. The incidence of clinical 
influenza was so low. in nearly all the groups that no 
assessment of the value of the vaccine was possible. In 
the only two considerable groups with a high incidence 
the vaccine apparently had some beneficial effect. In 
Glasgow, 9 out of 105 controls developed influenza 
(86%), most cases being proved due to B virus; only 
2 out of 115 vaccinated persons (1-7 %) were affected. 

The outbreaks here reported are the first on record for 
Britain caused almost wholly by the B virus. Influenza B 
was endemic in 1945 in the U.S.A., and caused more 
widespread infections in November and December. 
It appeared in the Pacific in June, 1945, and spread to 
Australia by November, 1945, to the Caribbean and 
Northern S. America, to Texas, and farther north in the 
U.S.A. [Burnet et al., Lancet, 1946, 1, 807]. The 
British outbreaks were similar to those in Australia, 
particularly as regards the mildness of the infection, with 
its apparent capricious incidence and tendency to attack 
younger persons. The results of antigenic analysis 
suggest that B virus may have been travelling round the 
world. The recent world-wide occurrence of influenza B 
shows that a virus may spread very widely, as did the 
causal agent of pandemic influenza in 1918-19. 

A. J. Rhodes 


622. An Influenza Index on Periodic Determination of 
Average Antibody Titers of Population Samples 

B. S. SCHWARTZ, J. H. Mitstone, M. Bay iss, and E. 
Decoursey. Journal of Immunology [J. Immunol.) 54, 
225-232, Nov., 1946. 3 figs., 8 refs. 


It is suggested that estimation of influenza antibody in 
pools of sera from samples of about 100 of the population 
would give useful information about the state of immunity 
of that population. Pools of serum were obtained by 
mixing 0-1 ml. of serum from each of about 150 military 
personnel or intending recruits; these pools were titrated 
by Hirst’s method against PR8, Lee, and TW39 viruses, 
with proper standards. The results of titration are 
regarded (so long as the pool contains no sera from 
immunized persons) as showing the variations in antibody 
level of the general population; the effect of the im- 
munization of the Army was well shown when sera from 
vaccinated persons were included in the pool. 

C. L. Oakley 


623. A Histologic Study of the Reaction in the Hamster 
Spleen Produced by the Virus of Colorado Tick Fever 

W. C. BLack and M. O. STEwarT. American Journal of 
Pathology [Amer. J. Path.] 23, 217-225, March, 1947. 
2 figs., 3 refs. 
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624. The Standardization of Influenza Vaccine by Red 
Cell Agglutination and Antigenic Tests in Mice 
R. Hare and D. M. MACKENzig. Canadian Journal of 


Public Health (Canad. J. publ. Hith] 38, 141-148, March, 
1947. 5 refs. 


625. Serological Studies in a Case of Acute Haemor- 
rhagic Jaundice 

B. M. Das Gupta and R. L. SEN Gupta. Indian 
Journal of Medical Research [Indian J. med. Res.] 34, 
241-244, Oct., 1946. 


Yellow fever has, so far as is known, never occurred 
in India. A Bengali girl, aged 11 years, who had lived 
all her life in Bengal was taken ill in Calcutta on July 16, 
1939, with fever 102-6° F. (39-2° C.), severe headache, 
and pains in the body and limbs, especially in the leg 
muscles. On July 19 she developed abdominal pains 
with nausea, and on the following day persistent vomiting. 
The vomit at first contained streaks of altered blood and 
later typical “‘ coffee grounds ’’’. Haemorrhages occurred 
from the nose, under the conjunctiva, and into the 
skin. Jaundice developed, and between July 21 and 23 
the patient became delirious and semi-conscious. Con- 
sciousness was regained on the tenth day of the illness. 
As cases of leptospirosis were occurring in Calcutta the 
patient was at first thought to be suffering from this 
disease. Attempts to isolate leptospira were unsuccess- 
ful, while no agglutination reactions were obtained with 
Indian and Andaman Islands strains of leptospira. 
Serum was sent to Schiiffner in Holland, who failed to 
find any agglutination with 21 human and canine strains 
of leptospira. Evidence of immunity to yellow fever 
was, however, found with the intraperitoneal mouse 
protection test. These results were confirmed in the 
laboratories of the Wellcome Bureau. Tests made 
on sera taken on the sixty-second and on the one 
hundred and sixteenth days after onset protected against 
the virus of yellow fever, the maximum titre being in a 
dilution of 1 in 64. A further sample taken on the 
three hundred and eighty-seventh day after the onset 
of illness showed no protective power. 

[Previously Sawyer, Bauer, and Whitman (Amer. J. 
trop. Med., 1937, 17, 137) recorded the case of an adult 
Tamil from the Madras Presidency whose serum protected 
against yellow fever in a dilution of 1 in 10, while one 
serum from a resident in Toronto, Canada, also gave an 
anomalous result. Although the results of only three 
tests are recorded by Das Gupta and Sen Gupta as having 
been carried out on the sixty-second and one hundred 
and sixteenth days after onset, the second specimen 
of serum was re-tested on three occasions in the 
abstracter’s laboratory, and in each case was positive 
in a dilution of 1 in 64. It may be of interest to record 
that the laboratory results in this case were used by the 
late Dr. Goebbels as German propaganda. In a sensa- 
tional broadcast from Munich at the end of 1939 he 
accused the British of attempting to infect Indian cities 
with yellow fever. Infected mosquitoes were being 
caught in West Africa, placed in cages, and let loose 
from aeroplanes over Indian cities, the whole scheme 
being under the supervision of an official of the Foreign 
Office.] G. M. Findlay 
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626. The Dispersal of Aédes albopictus in the Terri- 
tory of Hawaii 

D. D. Bonnet and D. J. WorCESTER. American Journal 
of Tropical Medicine [Amer. J. trop. Med.] 26, 465-476, 
July, 1946. 1 fig., 30 refs. 


Aédes albopictus is a proved vector of dengue, and 
has been incriminated as a potential vector of yellow 
fever. Senior-White in 1934 reported the flight range of 
this species in India to be limited, but in view of its medical 
importance the authors of this paper decided to investi- 
gate its “* dispersal’ (they reserved the word “ flight ”’ 
for long distances travelled) in Hawaii. Mosquitoes 
were bred in the laboratory and dusted with a mixture of 
flour and dye, and, in order that the date of release could 
be accurately determined, different colours were used on 
successive occasions. A _ total of 7,100 marked 
mosquitoes were released at four different points, and, 
of these, 183 were recaptured when approaching or alight- 
ing upon human baits stationed at collecting points at 
various distances from the release centres. The great 
majority of these marked mosquitoes were taken at 
distances of less than 100 yards from the points of release, 
and very few were seen at distances greater than 200 yards, 
the maximum distance being 475 yards; while the 
maximum time elapsing between release and capture was 
21 days and involved a distance travelled of 232 yards. 
It is suggested that Aédes albopictus may travel in swarms, 
but the authors are careful to point out that, although this 
is a probability, further experimental work will be neces- 
sary before it can be regarded as proven. The paper 
concludes with a comprehensive list of references to 
papers dealing with the flight range of mosquitoes, which 
should prove of value to all interested in the subject. 

R. M. Gordon 


627. Acute Epidemic Serous Meningitis. (Meningite 
acuta sierosa epidemica) 

C. Fua. Policlinico [Policlinico] 53, sez. prat., 877-892, 
Oct. 21, 1946. 


An attempt is made to differentiate and classify the 
various forms of non-purulent meningeal inflammation 
known as serous meningitis, meningism, meningeal 
reaction, benign aseptic meningitis, and benign lympho- 
cytic meningitis. The term serous meningitis was 
introduced by Cassels in 1874 and much used by Quincke, 
who, however, employed it in a broad sense and included 
hydrocephalus. In 1915 Matthes distinguished menin- 
gism, in which the cerebrospinal fluid (C.S.F.) is normal 
although under slight increase of tension, from serous 
meningitis, where there is an increase of protein. 
“* Meningeal reaction” is described as an intermediate 
condition in which the cerebrospinal fluid shows a 
slightly increased number of cells, very little, if any, 
rise in albumin, and a weakly positive globulin reaction. 
Meningism, meningeal reaction, and serous meningitis 
may sometimes be three stages in the same condition; 
serous meningitis may be primary or secondary, and 
among the causes are typhoid, pneumonia, mumps, 
poliomyelitis, herpes zoster, various intoxications, and 
sunstroke. Some of the cases originally thought to be 
primary have been shown to be caused by the viruses 


of influenza and encephalitis lethargica, and others have 
been attributed to swineherd’s disease or have been confused 
with the type of case described by Armstrong and Lillie 
as lymphocytic choriomeningitis [the differential diagnosis 
is not given]. 

The author restricts the term “ benign lymphocytic 
meningitis ” to those cases of aseptic meningitis with g 
long course and in which the cerebrospinal fluid contains 
numerous lymphocytes (up to several thousands per 
c.mm.). The generic term ‘acute serous meningitis” 
he applies to the much less severe cases which he describes, 
The name “lymphocytic” is inappropriate because a 
few specimens of cerebrospinal fluid show a preponder- 
ance of polymorphonuclear leucocytes, rather than of 
lymphocytes. The’ following definition is given of 
serous meningitis. It is a benign condition, usually 
starting abruptly with severe headache and sometimes 
vomiting, with nuchal rigidity, a positive Kernig’s sign, 
and very occasionally ocular and other signs of cranial 
nerve involvement. Consciousness is generally little 
altered, and there is rarely coma, delirium, or marked 
cerebral irritation. Plantar reflexes are flexor. Lumbar 
puncture relieves the headache and may hasten recovery, 
Fever, chills, and digestive upset indicate a generalized 
infection. The cerebrospinal fluid is clear or slightly 
opalescent and contains an increased but variable 
number of cells, mainly lymphocytes, whereas the protein 
level is only slightly raised, usually not above 50 mg. per 
100 ml. Globulin reaction is positive; chlorides and 
glucose content are normal. No pathogenic organisms 
are demonstrable. The disease normally lasts 5 to 
8 days, but occasionally up to 12 days. Males are more 
commonly affected than females, and the disease nearly 
always occurs in the first three or four decades of life. 
The highest incidence is in the summer, often during 
epidemics. Without giving any figures, the author 
states his belief that the disease first became epidemic in 
1916, with a pandemic in 1923, and reached its maximal 
incidence in 1930, thereafter becoming mainly sporadic. 
Twenty cases of serous meningitis, occurring during the 
summer months of 1945, are described, and reference is 
made to a further 18 cases seen during the following 
summer. E. G. Sita-Lumsden 


628. Studies on Herpetic Infection in Mice. IV. The 
Effect of Specific Antibodies on the Progression of the 
Virus within the Nervous System of Young Mice 

C. A. Evans, H. B. SLAvin, and G. P. Berry. Journal 
of Experimental Medicine [J. exp. Med.| 84, 429-447, 
Nov. 1, 1946. 5 figs., 30 refs. 


It was shown previously that in young mice the intra- 
nasal instillation of herpes virus was followed by invasion 
of the central nervous system by neural routes; specific 
antibodies, acquired as a result of an intraperitoneal 
injection of antiserum or by suckling an immune mother, 
protected against this infection (J. exp. Med., 1943, 78, 
305, 315, 321). In the experiments now reported the 
effect of antiserum on the progress of the infection 
was studied. 

The standard method of injection was the intra- 


cutaneous injection of the virus into the foot-pad of . 
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" 2.week-old mice, combined with the rubbing of the virus 


jnto the scarified part. The serum used for passive 
immunization was derived from hyperimmunized rabbits. 
A group of 2-week-old mice was inoculated on the pad 
of the right hind foot. The feet were subsequently 
amputated above the ankle at intervals of between 2 and 
72 hours after inoculation. Amputation after 2 hours 
removed the local focus of infection, and prevented in- 
yasion of the central nervous system (C.N.S.) through 
local nerves. However, it appeared that some virus 
escaped by blood or lymph and established metastatic 
foci, from which it reached the brain by neural routes. 
Infection of the C.N.S. from such foci did not produce 
the posterior paralysis characteristic of infection origina- 
ting in the foot-pad. Amputation after 24 hours or 
later had no effect on the course of the C.N.S. infection, 
animals dying with paralysis of the hind limbs. 

In studies designed to explore the effect of antiserum 
on the invasion of the C.N.S., two sets of experiments 
were performed. In the first the effect of serum was 
investigated without elimination of the primary focus. 
In the second the primary focus was amputated and 
antiserum injected thereafter. In the first set of experi- 
ments mice were inoculated on the right hind pad. 
Some were injected with normal serum intraperitoneally 
immediately after the virus inoculation, while others 
were given immune serum at varying intervals from 
“zero time” up to 72 hours after the inoculation of 
the virus. The normal serum had no effect and all the 
mice died on the fourth to fifth day. The antiserum 
given at zero time protected 5 out of 6 mice. Antiserum 
administered at 12 hours exerted a less marked effect, 
3 out of 6 surviving. Given at 24 hours, antiserum 
partly protected 1 out of 5 mice. Serum injected at 36 
and 48 hours seemed to retard the infection. All 
mice receiving serum at 60 and 72 hours died. It seemed 
probable that the protective effect of serum given 
24 or more hours after virus was due, at least partly, 
to action of antibodies on virus in the C.N.S. To test 
this hypothesis a further set of experiments was per- 
formed. 

Mice were inoculated on the pad, and 24 hours later 
the inoculated foot was amputated above the ankle- 
joint. Some mice received no further treatment; others 
received injections of antiserum after the amputation at 
periods ranging from zero to 24 hours (that is, from 
24 to 48 hours after inoculation of the virus). In general, 
mice treated with antiserum became paralysed later 
and lived longer than controls. The evidence that 
serum given at 24 hours caused a delayed paralysis and a 
prolonged survival of mice was overwhelming; when 
serum was given at 30 or 36 hours the results were also 
significant. In an appreciable number the infection was 
completely arrested. 

The authors suggest that immune serum may protect 
young mice in three ways: (1) When serum is given about 
the time of infection virus is prevented from infecting 
epithelial cells locally. (2) When serum is given several 
hours later a local lesion develops, but virus appears to 
be neutralized before entering nerve fibres. (3) Serum 
may combat virus in the nervous system. 

A. J. Rhodes 


M—O 


629. Studies on the Cultivation of the Aetiological 
Agent of Rabies in vitro and its Nature 

N. VEERARAGHAVAN. Indian Journal of Medical Research 
[Indian J. med. Res.] 34, 207-224, Oct., 1946. 16 refs. 


The author claims that a high concentration of rabies 


virus can be obtained in cultures in vitro in a medium 


containing 1-5% sheep brain extract, 2% sheep serum, 
25% glycine, and 0-15% peptone. After 24 hours’ 
incubation at 37° C. under strict anaerobic conditions, 
the titre of the culture rises to at least 2,500,000 M.L.D. 
per ml., indicating considerable virus growth. The 
virus content of the culture is at least 5 times the maxi- 
mum concentration of virus obtained in the brains of 
infected sheep as used in the manufacture of antirabic 
vaccine. The author states that his medium is cell- 
free, and that the successful cultivation of the aetio- 
logical agent of rabies proves that it is not a virus in the 
accepted sense of the term. A. J. Rhodes 


630. Studies on Antirabic Immunization with Culture 
Vaccine 

N. VEERARAGHAVAN. Indian Journal of Medical Research 
[Indian J. med. Res.] 34, 225-236, Oct., 1946. 15 refs. 


Using the technique described in his earlier paper 
(see Abstract 629) the author prepared a vaccine free 
from gross nervous tissue, and of high virus content. 
The vaccine was inactivated with 0-5% carbolic acid. 
Immunity experiments in guinea-pigs indicated that it 
afforded a considerable degree of protection, as good as 
or better than with phenol vaccine. A. J. Rhodes 


631. Alterations in Pathogenesis of Experimental 
Lymphocytic Choriomeningitis Caused by Prepassage of 
the Virus through Heterologous Host 

G. SHWARTZMAN. Journal of Immunology [J. Immunol.} 
54, 293-304, Nov., 1946. 1 fig., 22 refs. 


The majority of strains of lymphocytic choriomenin- 
gitis virus which have been isolated from man are 
virulent and even lethal for the guinea-pig when inoculated 
by either the intracerebral or the intraperitoneal route, 
and lethal for mice when inoculated intracerebrally 
but not intraperitoneally. The author has found that 
several of the classical strains which have undergone 
many passages in the guinea-pig and become highly 
virulent for this animal are also pathogenic for mice 
when inoculated intraperitoneally. However, this 
viscerotropic property disappears again after several 
mouse passages. Similarly, guinea-pig-adapted strains, 
after many passages, may lose their virulence for mice 
when inoculated intracerebrally. However, the neuro- 
tropism for mice returns after several mouse-brain 
passages, as others have shown previously. When a 
mouse strain of low viscerotropism was inoculated into 
the peritoneum of the mouse an inapparent disease 
resulted during which the virus failed to multiply in the 
peritoneum, but it could be recovered from the visceral 
organs of the mouse. The ability of the virus to attach 
itself to erythrocytes following intracerebral inoculation 
appeared to depend upon its viscerotropism. 


lie 
Sis 
la 
ins 
per 
eS. 
er- 
of 4 
of 
ally 
nes 
gn, 
ttle 
ked 
ary. 
atly t 
ble 
tein 
per 
and 
sms 
to 
ore 
arly 
life. 
ring 
hor 
in 
dic. 
the 
is 
ving 
n 
The 
the a 
rnal 
447, 
sion 
cific 
neal 
her, 
78, 
the 
tion 
\tra- 
1 of 


198 


[It is possible that when mice are sources of infection 
the clinical course in man may depend upon the past 
history of the particular strain in mice, so that either 
an “ influenzal-like ” attack, a generalized disease, or a 
meningitis results.] F. O. MacCallum 


MUMPS 


632. Immunity in Mumps. VI. Experiments on the 
Vaccination of Human Beings with Formolized Mumps 
Virus 

J. Stokes, J. F. ENpers, E. P. Maris, and L. W. KANE. 
Journal of Experimental Medicine [J. exp. Med.] 84, 407- 
428, Nov. 1, 1946. 8 refs. 


Four groups of children in three institutions were 
studied, as well as a number of adults and children 
naturally exposed to mumps. In groups 1, 2, and 4 
about half the children were given injections of formolized 
mumps virus. In group 3 about two-thirds of the 
children were vaccinated. On the fourteenth to seven- 
teenth day after the first dose of vaccine the resistance of 
all the children in each group was tested by the inocula- 
tion of active monkey virus. In groups 1 and 2 the 
virus was introduced into one Stensen’s duct, and in 
groups 3 and 4 it was sprayed over the buccal mucosa. 
The results of these experiments may be summarized as 
follows. 

A variable degree of parotid swelling appeared in 
all those cases in which the dose of virus was administered 
by Stensen’s duct (groups 1 and 2). Many vaccinated 
children exhibited parotid enlargement before the 
fourth day, but this tended to disappear relatively soon. 
In contrast, in the majority of those unvaccinated the 
swelling developed later, was more marked, and lasted 
longer than in the vaccinated groups. This accelerated 
response in the resistant subject occurs also in the 
monkey. About four-fifths of the vaccinated persons 
were considered to show evidence of resistance as 
compared with one-fourth of the controls. 

In those groups (3 and 4) where the dose of virus was 
administered by spray no accelerated reactions of this 
type were noted. It appeared that the vaccinated children 
showed a definite degree of resistance, as their parotid 
swellings were less than those in the controls or were 
absent altogether. In a group of adults and children 
exposed to mumps in their families, vaccination (obviously 
after exposure) did not prevent the development of paro- 
titis. There was no constant association between the 
development of antibody after vaccination and modifica- 
tion of the disease. The presence of antibody was 
usually associated with resistance, but in one group of 
10 children rendered resistant by vaccination none 
showed antibody before administration of the test dose 
of virus. 

The authors concluded that vaccination with formol- 
inactivated virus apparently led to increased resistance 
in about 50% of the children in each of 4 groups tested 
with active virus. Although the vaccine did not induce 
a high level of immunity the findings were encouraging. 

A. J. Rhodes 
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633. Diethylstilbestrol in the Prevention of Orchitis 
following Mumps 

J. SavrAN. Rhode Island Medical Journal [R. I. med, 
J.] 29, 662 and 697, Sept., 1946. 8 refs. 


On the hypothesis that the low rate of orchitis in pre. 
adolescents with mumps is due to minimal testicular 
activity, the author tried the effect of depressing testicular 
function in adult cases of mumps with stilboestrol, 
The dosage used was 4 mg. daily by mouth for 7 days, 
Seventy-seven patients with mumps were treated with 
diethylstilboestrol. : Three of them developed orchitis 
after treatment was started. Of the 168 patients who 
did not receive diethylstilboestrol, 28 developed orchitis, 
so that the incidence of orchitis was reduced from 16-6% 
to 39%. No toxic symptoms were seen 

* P. M. F. Bishop 


634. Neuromyelitis in Mumps 
R. E. Cuurcu. British Medical Journal [Brit. med. J) 
2, 941, Dec. 21, 1946. 7 refs. 


A woman of 37 developed bilateral mumps; she re- 
mained at work for a week, and was then compelled to 
go to bed because of increasing pain between the 
shoulders. There was progressive weakness of the trunk 
and diplopia. Three weeks after the onset of mumps, 
when the patient was admitted to hospital, the parotid 
swellings had subsided; she was apyrexial, mentally 
alert but depressed, and physically helpless. The fundi 
were normal; there was weakness of the third nerve 
bilaterally, paralysis of the left sixth nerve, complete 
paralysis of the right facial nerve, and weakness’ of the 
right accessory nerve. Cervical rigidity was marked; 
Kernig’s sign was present; abdominal reflexes, knee- 
and ankle-jerks and plantar responses were absent, and 
there was flaccid quadriplegia. The cerebrospinal fluid 
was clear: pressure 80 mm.; the protein content was 
20 mg. per 100 ml.; and there were 5 cells [unspecified] 
per c.mm. The Wassermann reaction and Kahn test 
were negative, and there was no change in the Lange 
test. Except for absent knee- and ankle-jerks, the 
patient made a complete recovery in 8 weeks after 
treatment “‘ in the usual way ”’ and the daily injection of 
50 mg. of aneurine hydrochloride. 

[The virus of mumps is potentially neurotropic; indeed, 
symptomless increase of lymphocytes in the cerebrospinal 
fluid has been shown to occur very early in a large pro- 
portion of cases of mumps. Overt neurological com- 
plications include meningeal reactions, meningitis, 
encephalitis, cranial nerve palsies, and “* polyneuritis ”, 
for which the term “ meningoradiculitis ’’ is preferred 
by McKaig and Woltman (Arch. Neurol. Psychiat., 
Chicago, 1934, 31, 794) on the ground that the neuritis 
is not peripheral but secondary to meningitis. Combina- 
tions of these complications are not infrequent or they 
may be, as in orchitis, the sole manifestation of infection 
with the virus. Of very rare occurrence is myelitis or 
neuromyelitis. McKaig and Woltman (supra), in 
addition to their own case of transverse myelitis at the 
level of the sixthcervical segment, could find only 4 casesin 
the literature and 3 of these were very dubious examples. 
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INFECTIVE 


In fact, R. E. Smith (Guy’s Hosp. Rep., 1937, 87, 
447) has questioned not the lesion but the aetiology of 
McKaig and Woltman’s own case, and believes it more 
likely to have been a rare manifestation of poliomyelitis. 
These facts add to the interest of the case reported by 
the present paper.] E. H. R. Harries 


INFECTIVE HEPATITIS 


635. An Analysis of the Effect of Fat in the Diet on 
Recovery in Infectious Hepatitis 

C. L. HOAGLAND, D. H. Lassy, H. G. KUNKEL, and R. E. 
SHANK. American Journal of Public Health and the 
Nation’s Health [Amer. J. publ. Hlth] 36, 1287-1292, 
Nov., 1946. 2 figs., 10 refs. 


In recent years increasing attention has been given to 
dietary treatment of acute diseases of the liver. Many 
of these diets are diametrically opposed. Carbohydrates 
have been said to cause intestinal fermentation, and 
protein to bring about additional expenditure of energy 
on the part of the diseased liver. More recently the 
literature has suggested that diets rich in protein are of 
value in acute liver damage in animals. and chronic 
damage in man. Because the various experimental 
diets in acute hepatic failure have differed in composition 
the authors decided to investigate the effect of diet 
on the course of recovery from infective hepatitis. This 
disease was considered satisfactory for study because 
“ the subsequent course of the disease is more character- 
istic of a metabolic Uisorder”’. The complete investiga- 
tion was carried out on 200 patients drawn from the 
U.S. Navy under the auspices of the Rockefeller Hospital. 
The clinical and metabolic features have been reported 
elsewhere (Hoagland and Shank, J. Amer. med. Ass., 
1946, 130, 615). The patients selected for this investiga- 
tion numbered 70 (37 on the test diet and 33 on the 
control). They were of the same age group and the 
previous state of health was good. The diets were 
allotted by strict alternation to overcome statistical 
objections. 

As diets low in fat have led to anorexia and by their 
very nature are low in calories, it was thought that the 
inclusion of a liberal amount of fat would not only 
increase the calorie value but would also increase the 
protein intake and would appeal to the appetite of the 
patient. No restriction was imposed with respect to 
the total calorie intake, each patient being allowed 
to eat his fill. In the average case this amounted to 
150 g. of fat and 150 g. of protein in the test diet and 
50 g. of fat and 150 g. of protein in the control diet. 
[No mention is made of the calorie value given in each 
series. } 

Criteria of the effects of treatment included liver func- 
tion tests performed weekly (bromsulphalein retention 
test), the net loss and gain in weight, and the total number 
of days required for complete recovery. Results showed 
that the diet rich in fat was superior to that low in fat. 
For example, the bromsulphalein test had returned 
to normal in the average case on the twenty-fifth day < 
in the former, but only by the thirty-third in the latter 
diet. The gain in weight was greater with the former 
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diet. It was pointed out, however, 'that the maximal 
effect of the first diet could be obtained only in the 
patient who came under treatment early in the disease. 
The authors conclude that fat should not be regarded 
as hepatotoxic, and that its inclusion adds choline and 
lecithin to the diet. E. M. Darmady 


636. Blood and Bone-marrow Investigations in Epidemic 
Hepatitis. (Blut- und Knochenmarkuntersuchungen bei 
Hepatitis epidemica) 

V. LAcHNIT. Wiener Zeitschrift fiir Innere Medizin 
[Wien. Z. inn. Med.] 27, 417-423, Oct., 1946. 17 refs. 


Between 1940 and 1944 the authors investigated 
haematologically a series of 338 cases of infective 
hepatitis, seen chiefly in young male adults in Southern 
Russia, Germany, and France. Clinically there were no 
unusual features. Splenic enlargement was found in 
60% of cases, and the area of splenic dullness was almost 
invariably increased. No liver biopsy was performed, 
as the investigations were limited to a careful study of 
the peripheral blood and bone-marrow smears from 
sternal puncture. Liver function tests, such as the galac- 
tose-tolerance test, were carried out. The authors 
concluded that haematological investigations are of no 
value. in the differential diagnosis of infective hepatitis; 
the typical monocytosis described by some authorities 
was not confirmed. Cases which sustained permanent 
liver damage did show abnormal bone-marrow cytology, 
but the changes were not pathognomonic so far as 
aetiology is concerned. H. Jaslowitz 


637. Laboratory Aids in the Diagnosis and Management 
of Infectious (Epidemic) Hepatitis. Analysis of Results 
Obtained by Studies on 34_Volunteers During the Early 
and Convalescent Stages of Induced Hepatitis 

J. P. Neere and J. G. REINHOLD. -Gastroenterology 
[Gastroenterology] 7, 393-413, Oct., 1946. 2 figs., 
15 refs. 


The authors took advantage of the special opportunity 
afforded by an outbreak of infective hepatitis in a summer 
camp to show that the infecting virus was carried in the 
faeces. The disease was transmitted successfully to 
34 young male volunteers. Other aspects of these experi- 
ments have been described in previous reports from the 
hospital and medical school, University of Pennsylvania, 
and the present paper records observations on tests of 
liver function carried out in all stages of the transmitted 
disease. Of the 34 volunteers, 27 were jaundiced, 
3 showed sub-clinical jaundice, and 4 no jaundice at all. 
The majority of the volunteers were well within 4 months, 
but 4 had relapses. - 

The greater part of the paper is a critical analysis of 
the value of 7 laboratory tests—serum bilirubin, urine 
bilirubin, urine urobilinogen, bromsulphalein excretion 
test, cephalin cholesterol flocculation test, colloidal gold 
test, and thymol turbidity and flocculation tests. Some 
of the tests of liver function used in Britain, such as the 
laevulose tolerance and the hippuric acid synthesis tests, 
were not employed. The authors point out that 
their results must be taken to refer to acute infective 
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hepatitis only, and not to homologous serum jaundice. 
The various tests employed became positive in the follow- 
ing order: bromsulphalein, urine bilirubin, cephalin 
cholesterol flocculation, serum bilirubin, and thymol 
flocculation, the others appearing later. During con- 
valescence the thymol flocculation and turbidity tests 
persisted the longest. Variation among the individual 
patients was noticed, and it is concluded that the routine 
use of a group of tests may be necessary to be sure of 
detecting hepatic disturbance at any stage. 
J. W. McNee 


RICKETTSIAL INFECTIONS 


638. The Oral Transmission of Murine Typhus in 
Humans 

M. Po.iarp, D. J. Witson, H. R. Livesay, and J. C. 
WooDLAND. Texas Reports on Biology and Medicine 
[Tex. Rep. Biol. Med.] 4, 446-451, Winter, 1946. 3 figs., 
3 refs. 


The experimental transmission of murine typhus 
to mammals by infected fleas and mites has frequently 
been demonstrated and is regarded as the principal 
and natural mode of infection. Castaneda has also 
induced the disease through the respiratory tract with 
such success that the resulting infected lung was suitable 
for preparing vaccines or complement-fixing antigen. 
The possibility of infection through the alimentary tract 
has also been explored, and the authors report the 
successful induction of the disease in 1 of 6 human 
volunteers by the ingestion of infected yolk-sac material. 
The dose must be regarded as large in comparison with a 
possible natural infection by mouth. Symptoms 
appeared suddenly on the eleventh day. Pyrexia, 
severe headache, malaise, and insomnia were followed 
by a generalized maculo-papular rash on the fourth day. 
The serological responses consisted in the appearance of 
complement-fixing antibodies and in a rise to a significant 
titre of Proteus OX19 agglutinins. The other 5 volun- 
teers showed no clinical or serological response to the 
ingestion, although guinea-pig controls were all affected. 

Maurice Mitman 


639. Epidemiology and Clinical Features of Typhus. 
(Zur Epidemiologie und Klinik des Fleckfiebers) 

H. Diwmet and M. HAHN. Wiener Medizinische 
Wochenschrift [Wien. med. Wschr.] 96, 425-429, Nov. 1, 
1946. 9 refs. 


An epidemic of typhus in a concentration camp for 
Hungarian Jewesses and in two villages near Wiener 
Neustadt is described. In February, 1945, typhus 
broke out among the 2,500 camp inmates. Most of 
them left when the Russians came. Of the 380 who 
remained 85 % were severely ill or exhausted, and 45 cases 
of typhus were found. Nine had encephalitis affecting 
the ganglia of the brain stem, and 26 suffered from 
deafness which disappeared within a month. This 
“camp fever” consisted of fever lasting about 14 days 
with headache and giddiness followed by weakness. 
This had been diagnosed as typhus by excluding other 
“diseases. Exact diagnosis of a few cases was made. 


INFECTIOUS DISEASES 


All camp inmates were heavily infested with lice, and this 
caused a mass infection of the villagers. Of the 3g9 
women, 34 died. In the village of L., 145 persons fey 
ill (6%) and 49 died. From the age of 40 onwards the 
mortality rose steeply. In the village of N. the mortality 
among the aged was definitely less. 

The average incubation period was 11 days. The rash 
sometimes came out in stages; it appeared, vanished, 
and returned in a different form. Nervous symptoms 
predominated: restlessness of the limbs and of the 
body in general, deep coma, tremor, rigidity, flexibilitas 
cerea, athetosis, salivation, disturbances of speech and 
swallowing, eclamptic fits, and fleeting pareses occurred 
as in encephalitis. . Those who survived the encephalitis 
lost all their symptoms within 2 to 12 months, no matter 
how ill they had been. Simple ataxia, paralyses, and 
neuritides were transient. Severe optic neuritis was 
found in mild cases. Hearing defects were frequent 
but recovered in about a month. There was no oedema, 


but frequent changes occurred in the blood pressure, : 


with occasional recurring attacks of collapse. Only 
when consciousness became clouded was the prognosis 
bad. Heart failure was, of course, seen with all its 
symptoms in.the aged. Of the patients, 20% had diar- 
rhoea in the first few days. The mortality was estimated 
at less than 10% in the young Jewesses in spite of their 
malnutrition and the absence of treatment and nursing, 
There was no racial immunity. The disease was more 
severe and more often fatal in well-nourished persons. 
B. Baneth 


640. The Distribution of Murine Typhus in Rats and 
in Humans in San Antonio 
D. E. Davis and M. PoLLarRD. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 26, 619-624, 
Sept., 1946. 1 fig., 2 refs. 


The authors studied the distribution of murine typhus 
in rats, and the incidence of the disease in human beings 
in the city of San Antonio during 1944-45. For the 


purpose of the investigation the city was arbitrarily © 


divided into 6 areas. Rats trapped in each of these 
districts were classified according to species, sexual 
maturity, and the type of establishment from which 
they were obtained; their sera were examined for com- 
plement-fixing antibodies. Evidence of the presence of 
typhus fever was found in all districts, the lowest per- 
centage of infected rats being located in the better-class 
residential djstricts, and the highest in the slum areas and 
areas with groups of stores, grain mills, or poor establish- 
ments heavily infested with rats. Cases in human beings 
were found in all districts, and showed a general correla- 
tion with the percentages of infected rats, though the 
results of this investigation suggest that the incidence of 
typhus in human beings depends more on local con- 
centrations of infected rats around groups of poor 
houses, stores, and chicken coops than on a uniform 
distribution throughout an area. Methods designed to 
control typhus fever should therefore be directed to these 
small localized sources of infection. 
A. Henderson-Begg 
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641. BCG Vaccination in Hospitals and Sanatoria 
of Saskatchewan. A Study carried out by the National 
Research Council of Canada 

R. G. FERGUSON. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 54, 325-339, Oct.—Nov., 1946. 
1 ref. 


In Saskatchewan 15 years ago the numbers of sana- 
torium nurses and nurses in training developing tuber- 
culosis gave rise to concern, and it was thought that 
the rise in morbidity rate might be due to a larger pro- 
portion of negatively reacting persons joining hospital 
and sanatorium staffs, since it was known that the per- 
centage of tuberculin reactors among “‘ normal school ” 
students, with much the same social background, had 
fallen from 76% in 1921 to 23% in 1931. 

Periodical tuberculin testing and x-ray examination 
of nurses and other employees in 8 larger hospitals 
and 3 sanatoria in the province were introduced from 
1934, and it was found after 5 years that (a) 80% of 
nurses entering were tuberculin-negative; (5) the highest 
incidence of tuberculosis occurred in exposed persons 
who were tuberculin-negative on entering infected 
environments; and (c) improvement in instruction 
regarding, and facilities for, protective technique pro- 
duced little or no result. 

On the basis of experience elsewhere it was proposed 
to adopt B.C.G. vaccination without segregation 
during the process of vaccination and to control the 
experiment by comparing the fate of the vaccinated 
persons with that of similar non-vaccinated persons 
entering the institutions during the S-year period 
immediately preceding the initiation of vaccination. 
The dose of B.C.G. given was 0:2 mg. in 0-2 ml. of 
solution; 0-1 mg. was given intracutaneously at each of 
two sites on upper arm or thigh. During the period 
1934-43, 2,851 nurses were studied. Of these, 1,005 
were vaccinated with B.C.G. and 9 (0-895 %) developed 
tuberculosis; 1,368 were negative on admission and 
were not vaccinated, and these provided 55 (4:02%) 
cases of tuberculosis; 478 were positive on admission 
and provided 5 (1:046%) cases. These nurses were 
employed in 8 Saskatchewan hospitals and in the 
Winnipeg General Hospital, and tables are given showing 
that the infectivity of the environment did not alter 
significantly in the 5 years before and during the experi- 
ment. Of the negative reactors, 80% subsequently 
developing tuberculosis did s so within | year of becoming 
infected. 

In 3 Saskatchewan sanatoria a composite group of 
nurses, maids, and orderlies, amounting to 1,206 in- 
dividuals, was also studied. Of 470 vaccinated with 
B.C.G., 9 (192%) developed tuberculosis, of 274 
tuberculin-negative on entrance, 32 (11-67%) developed 
tuberculosis; of 462 tuberculin-positive on entrance, 
13 (281%) developed tuberculosis. The data are 
further analysed to show the rates for various occupations 
Separately.. Graduate nurses and nurses’ assistants 
show rates of 2-46%, 15-9%, and 3-75% in the same 
categories as above, reflecting the increased exposure to 
infection. The difference in the percentages of vaccin- 


ated and non-vaccinated tuberculin-negative nurses 
developing manifest tuberculosis is thus 13-44%, which 
is 5-5 times its probable error and so statistically signi- 
ficant. 

The author concludes that B.C.G. vaccination is safe 
and that, while it is not a 100% effective prophylactic, 
the protection it affords is very considerable. He 
claims that his figures show that its use in a hospital 
environment reduced manifest tuberculosis amongst 
negative reactors to one-fourth, and in the sanatorium 
employees studied, to one-fifth. R. J. Lumsden 


642. Autolytic Tuberculin. Its Properties and the 
Significance of its Mode of Formation 

H. J. Corper and C. CLARK. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 54, 401-412, Oct.- 
Nov., 1946. 1 fig., 11 refs. 


Because the formation of tuberculin (tuberculo- 


protein) only begins in appreciable amounts on simple 


non-protein synthetic media after about 1 month at 
37° C., when the tubercle bacilli have attained maximum 
growth and the young growing bacilli are practically 
free from inherent tuberculin, it is concluded that the 
liberation of tuberculin in the culture flask is in some way 
associated with the possible death or injury of the 
organism. This assumption, although not proved, led 
to the suggestion that the tuberculin is produced by 
tubercle bacilli as a result of the action of the autolytic 
enzyme of the bacilli and that the enzymatic process can 
proceed in the absence of bacillary viability. This 
was shown to be true, and it was further demonstrated 
that tubercle bacilli, grown on simple non-protein syn- 
thetic medium for 1 month, washed, and autolysed at 
incubator temperature at pH 7:0 to 8-0, produce a 
maximum highly potent tuberculin within 1 week. 
This tuberculin was found to be identical in activity 
with the tuberculin in the natural filtrate obtained after 
growing bacilli of the same strain on non-protein 
synthetic medium for over 3 months. The autolytic 
tuberculin so prepared is free from contamination 
with extraneous matter, being a “ pure uncontaminated 
bacillary product’’. It can be dried and pulverized 
into a fine yellow powder which is hygroscopic; about 
10% of its dry weight consists of the biologically active 
and chemically precipitable (with trichloracetic acid) 
tuberculin. As the autolytic tuberculin is highly 
hygroscopic, 58°% of the moisture being absorbed in 
2 days, it is regarded as being well suited for the pre- 
paration of a material for transcutaneous testing with 
tuberculin. 

Tables are given showing the relation of bacillary 
mass to tuberculin in the age culture process, and the 
results of chemical and biological analysis of autolytic 
tuberculin as compared with the protein precipitated 
by chloracetic acid in various processes. From these it 
can be seen that the maximum amount of autolytic 
tuberculin is yielded by a bacilmry mass of 1-month 
culture, in which 50% of the dry bacillary weight is 
transformed into tuberculin containing about 10% 
protein precipitable by trichloracetic acid. After this 
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period the bacillary mass decreases in amount and 
produces a reduced quantity of tuberculin recoverable 
by the autolytic process. Heating of a 1-month-old 
culture at 100° C. and subsequent incubation at 37° C. 
disclose no further autolysis of the bacilli and no appre- 
ciable liberation of tuberculin, but drying in vacuo of 
the viable bacillary mass results in a restricted liberation 
of autolytic tuberculin. 

[The article is itself a summary of technical details, is 
not easy to summarize, and should be consulted in the 
original to assess its true value.] F. R. G. Heaf 


643. The Pathogenesis of Intestinal Tuberculosis. 
(Sur la pathogénie de la tuberculose intestinale) 

J. BrERENS. Revue Belge de la Tuberculose [Rev. 
belge Tuberc.] 27, 261-332, 1946. 7 figs., 103 refs. 


In this article the author reviews much of the European 
literature and describes his own experiments on small 
batches of guinea-pigs to produce two distinct types of 
intestinal ulcer. These are shown in the illustrations 
which accompany the paper. He performed laparotomy 
on guinea-pigs under “evipan” anaesthesia, and 
injected the mesenteric lymph nodes with 0-1 mg. of 
human or bovine bacilli, but this operation was usually 
followed by peritonitis and death. More extensive and 
generalized lesions of tuberculosis were produced and 
the positive skin reaction to tuberculin appeared earlier 
after injection of 0-01 mg. of human bacilli than would 
be the case if the injection was given into the peritoneal 
cavity alone. The injection of human or bovine bacilli 
caused generalized lesions of tuberculosis in the lungs, 
liver, and spleen, but it was unusual to find ulcers in the 
intestinal wall. 

The inoculation of B.C.G. into the lymph nodes 
gave rise to a histiocytic reaction with swelling and 
caseation, demonstrable if the animals were killed on 
the seventh day, followed by healing. The subsequent 
administration of human bacilli in 5-mg. doses by the 
oesophagus failed to produce any lesions. If sis mg. 
of bovine bacilli was injected into the nodes 30 days 
after 4 mg. B.C.G. tuberculous lesions rapidly appeared 
in the ascending colon. Histological examination 
suggested a retrograde spread along the blocked lym- 
phatics, since there were larger subperitoneal lesions, 
which infiltrated through the muscular coat along the 
blood vessels to produce submucosal lesions. These 
finally burst through the epithelium. Injection of Indian 
ink confirmed this mode of spread, the particles being 
conveyed by macrophages from the nodes to the sub- 
peritoneal tissues around the colon. 

In the second half of his paper the author describes 
another type of ulcer which is circular, superficial, and 
sharply defined. It was produced by the injection of 
0-5 ml. of Koch’s old tuberculin (diluted 1 in 10) into 
the ileo-caecal nodes of guinea-pigs that had previously 
received 5-mg. doses of bovine bacilli by mouth and 
had shown a positive ‘skin reaction to tuberculin. The 
lesions were necrotic, tended to perforate, and caused 
adhesions to appear in 3 to 4 days. Similar lesions were 
also seen in animals which had received B.C.G. by mouth, 


or human bacilli, bovine bacilli, or B.C.G. subcutaneo 
before the injection of bacilli or tuberculin into the nodes, 
The injection of a suspension of heat-killed Bacterium 
coli into the ileo-caecal nodes of guinea-pigs which had 
previously received an injection of human tubercle bacillj 
into the same nodes was without effect in producing 
similar necrotic ulcers. The histological appearance of 
these ulcers suggested that they represented a typical 
anaphylactic response, since there were sharply demar- 
cated areas of necrosis in the mucosa and oedema and 
fibrinoid necrosis of the muscle, with few cells. 
Ernest T. Ruston 


644. Tuberculous -Laryngitis in Childhood: 
Laryngitis. (La laringite tubercolare nella infanzia: 
La laringite allergica) 

A. Scauise. Archivio di Tisiologia [Arch. Tisiol.} 1, 
500-511, Sept.—Oct., 1946. 17 refs. 


The Italian literature on tuberculous laryngitis in 
childhood is reviewed; most writers place the incidence 
of this complication at between 2 and 4% in children 
with pulmonary tuberculosis. These figures, however, 
are mostly derived from post-mortem material. The 
author made a systematic laryngoscopic study of 130 
children, aged between 1 and 15 years, admitted to a 
Naples sanatorium with various pulmonary and extra- 
pulmonary tuberculous lesions. 

A normal larynx was found in 53%, catarrhal changes 
in 44-7%, and true specific tuberculous laryngitis in 
2:3% (3 cases). The last 3 cases all had the adult 
type of pulmonary tuberculosis, and the ages of the chil- 
dren were 12, 13, and 15. The “ catarrhal”’ group was 
further subdivided into ‘“‘ exudative’? and “ simple” 
types. In the former (43 cases) the laryngeal mucous 
membrane was characterized by a pale pink colour, 
with turgidity and oedema. These changes were also 
present in the anterior half of the vocal cords. This 
type was associated with so-called allergic tuberculous 
lesions, such as hilar adenopathy, pleural effusion, or 
peritonitis, often accompanied by other allergic mani- 
festations such as phlyctenular conjunctivitis (32%), 
erythema nodosum (3%), impetiginous rhinitis (80%), 
or catarrhal otitis media (17%). The exudative laryn- 
gitis developed pari passu with the pulmonary lesion, 
pursued a parallel course, and was regarded as allergic 
in origin. Simple catarrhal laryngitis (15 cases), on 
the other hand, was characterized by hyperaemia without 
swelling and was usually seen in cases with pulmonary 
lesions of the adult type or with progressive extrapul- 
monary lesions. Laryngitis, of whatever type, gave rise 
to few symptoms. A very slight change in voice was 
noted in 8%. Occasionally there was a complaint of 
dryness or sore throat, but there was no dysphagia even 
with gross ulcerative lesions. Dyspnoea occurred only 
in one case with gross stenosis. John Crofton 


645. BCG Vaccination in Scandinavia. Twenty Years 
of Uninterrupted Vaccination against Tuberculosis . 
K. BiRKHAUG. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 55, 234-249, March, 1947. 29 refs. 
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646. Adequate Diet in Tuberculosis 

F. M. PoTTENGER, Jr., and F. M. POTTENGER. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 54, 213-218, 
Sept., 1946. 8 refs. 


Details of the high-fat, high-protein, low-carbohydrate, 
yitamin-rich dietary in use at the Pottenger [private] 
Sanatorium for Diseases of the Chest, California, are 
given. This is an elaborate combination of foodstuffs 
providing 225 g. protein, 250 g. fat, and 235 g. carbo- 
hydrate daily, together with a profusion of vitamins and 
minerals from natural sources. The dietary was little 
altered by the war. The meals are “ as interesting and 
delectable as those served in a fine hotel ’’; the nutritional 
state of the patients improves and they “* appear to adapt 
themselves contentedly to hospitalisation’’. It is stated 
that such a diet will accelerate the restoration to health of 
patients with active tuberculosis; tuberculin reactivity 
of allergic children may become negative. 

[This dietary appears to have little applicability outside 
the U.S.A.] P. D’Arcy Hart 


PULMONARY TUBERCULOSIS 


647. Tuberculosis and Hunger Edema 
P. CuHortTis. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 54, 219-226, Sept., 1946. 8 figs. 


The course of the disease in 108 cases of pulmonary 
tuberculosis complicated by hunger oedema, in an 
Athens sanatorium in 1941-2, is described and some 
features are compared with those in patients without 
oedema. Almost all the cases with severe oedema were 
fatal. Unlike those in fatal cases uncomplicated by 
oedema, all viscera and endocrine glands showed 
degenerative histological changes in the parenchyma, 
with disappearance of fatty tissue and serous impregna- 
tion of interstitial tissue. Tubercles extended to thyroid, 
pancreas, and’ pituitary gland. The accentuated pro- 
gression of the disease in the presence of hunger oedema 
is ascribed to decreased resistance of the organism and 
to the mechanical difficulties created by the effects of the 
oedema in the lungs. The cause of the oedema is believed 
to be prolonged lack of animal protein. 

P. D’Arcy Hart 


648. Rehabilitation of the Tuberculous in Industry 

N. C. Kierer and H. E. Hicesoe. Journal of the 
American Medical Association [J. Amer. med. Ass.] 132, 
121-124, Sept. 21, 1946. 2 refs. 


The authors describe the general principles of rehabili- 
tation, emphasizing the fact that without adequate 
rehabilitation facilities much or all of the time, effort, and 
money spent on diagnosis and treatment will be wasted. 
Reviewing the general findings of mass radiography 
surveys by the U.S. Public Health Service, they show 
that disease is being diagnosed at an earlier stage, which 
is all to the advantage of industry generally. There is a 
shortage of accommodation for the treatment of tuber- 
culosis, and it is felt that industrial concerns are in 
a position to. make substantial financial contributions 
towards enlarged hospital facilities from which they 


would ultimately benefit, as is demonstrated by the work 
of the Metropolitan Life Insurance Company at the 
Mount McGregor Sanatorium. There should be a 
general plan for the employment of tuberculous ex- 
patients in industry, labour and management co-operating 
to this end; if necessary separate departments should 
be established where the tuberculous could be suitably 
employed. Employers’ fears of incurring liability for 
any subsequent relapse could be removed by the co- 
ordinated effort of management, labour, employers’ 
liability insurance companies, and workmen’s compensa- 
tion boards. These are great ideas, and if they could be 
put into practice they would prove a great step forward, 
but unfortunately there are many difficulties to overcome 
of a financial, social, and industrial nature which are not 
mentioned. The fact remains, however, that little can be 
achieved in the rehabilitation of the tuberculous in any 
country “* without the co-operative effort of management 
and labour ”’. F. R. G. Heaf 


649. Examination of Home-Contacts of Tuberculous 
Persons 

W. P. Dick and B. C. THompson. Lancet [Lancet] 2, 
791-793, Nov. 30, 1946. 4 refs. 


At a chest clinic during the years 1942-5 a total of 
2,025 adult and 1,143 child contacts were examined. 
Contacts of non-pulmonary cases were examined only 
once if no abnormality was found; contacts of pulmonary 
cases were examined every 3 months. Children were 
radiographed only if a tuberculin skin test [method not 
stated] was positive. Of these contacts, 111 adults 
(5-5%) and 75 children (6-6%) were found to have signi- 
ficant lesions. The age-groups with the highest per- 
centage of cases were 0 to 4 years (8-4%) and 15 to 24 
years (10%). Of the adults, 55 (1-6%) were found at the 
first examination to need treatment, as compared with 
0:3% of the general population examined by mass radio- 
graphy by one of the authors. All except 2 of the cases 
over 30 years of age were detected at the first examina- 
tion; this supports the Medical Research Council’s 
suggestion that re-examination of contacts over 30 could 
be dispensed with. Five children aged 0 to 4 died, all 
within 15 weeks of diagnosis. Uniformly good results 
of treatment were found if a child survived the first 
3 months after becoming tuberculin-positive. 

L. M. Franklin 


650. Amphetamine in Pulmonary Tuberculosis 
L. E. HouGuTon and F. L. CorriGAn. Lancet [Lancet] 
2, 864-866, Dec. 14, 1946. 1 ref. 


Depression and over-anxiety are more often encoun- 
tered during the course of active pulmonary tuberculosis 
than is euphoria. Emotional strain is a prominent 
factor in the aetiology of many cases, and apprehensive, 
over-anxious, and introspective patients seldom do well. 
Modern forms of collapse therapy are found to add to 
the patient’s anxieties while under treatment, and 
certain patients do not react favourably to protracted 
institutional treatment which may well involve a series of 
surgical operations. 
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Amphetamine sulphate (benzedrine) was given during 
the crises of major thoracoplastic operations, and to 
encourage over-anxious patients during routine sana- 
torium treatment. It was administered in 5-mg. doses 
given at 8 a.m. (half an hour before breakfast) and at 
noon (half an hour before lunch). This was continued for 
periods varying from 1 to 6 weeks or more. No in- 
somnia or toxic or other adverse effect was observed. 
The drug was not given to excitable patients, and was 
always prescribed as “ vitamin tablets”. A number of 
cases are described, and the authors conclude that the 
drug has a beneficial effect in encouraging the depressed 
and reinforcing morale during unduly trying phases of 
surgery. L. E. Houghton 


651. Miultiple Infections in Human Tuberculosis 
A. WESTERGREN. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 54, 364—367, Oct.—Nov., 1946. 


The author refers to a previous study, reported in 
1944, of 172 cases of acute tuberculous pleurisy, where he 
pointed out that nearly half showed positive signs of 
infection with a beta-haemolytic streptococcus nowadays 
regarded as the cause of “rheumatic disease”. Ten 
cases in which the tuberculous aetiology was uncertain 
had shown rather low anti-streptolysin titre (A.S.T.). 
Since then 20,000 samples from 3,000 cases have been 
studied at St. Gorans Hospital in Stockholm in co- 
operation with the Swedish State Laboratory of Bacterio- 
logy. 

There were 600 pleurisy cases, 354 being regarded as 
acute. Of these 354 cases, 157 (44.4%) showed an 
A.S.T. of over 200—a definite pathological increase. 
These 157 cases are subdivided into (a) those with 
insignificant or no lesions in the lungs and no progressive 
tuberculosis—44-7% showed an A.S.T. of over 200; 
(6) those with no lesions at the time of the pleurisy 
but developing progressive tuberculosis later—77-8% 
showed an A.S.T. of over 200; and (c) those with tuber- 
culosis of the lungs before the acute pleurisy—34-7% 
showed an A.S.T. of over 200. Cases studied in respect 
of amount of exudate, height and duration of tempera- 
ture, and erythrocyte sedimentation rate gave the follow- 
ing results. 


Small exudate—37-6% of cases with high A.S.T. 
Large exudate—51-8% of cases with high A.S.T. 
Low temperature—37-8% of cases with high A.S.T. 
High temperature—52-9% of cases with high A.S.T. 
, rate below 50—33-8% of cases with high 


Sedimentation rate over 50—51-9% of cases with high 


Observed over longer periods up to 3 years, 466 cases 
of pleurisy showed high A.S.T. in 34:7%. Of these 
cases, those with no definite parenchymatous changes 
showed high A.S.T. in 30-5%, but those with pro- 
gressive tuberculosis had a high A.S.T. in 68% of 
instances. High A.S.T. therefore, appears to show a 
tendency to run parallel to the intensity of the pleurisy 
and to be of help in prognosis. The influence of secon- 
dary infections with other types of streptococci, with 
staphylococci, and even with other organisms, is also 


discussed, and figures are given for the incidence of high 
A.S.T. in other medical conditions. It is claimed that 
the synergistic effect of multiple infections, especially in 
early tuberculous lesions, is worthy of more general 
interest. R. J. Lumsden 


652. Fertile Tuberculous Reinfection. (La reinfecci6n 
tuberculosa fértil). ; 

R. F. VACCAREZZA and B. ENQUIN. Anales de Ig 
Cdtedra de Patologia y Clinica de la Tuberculosis {An. 
Cdted. Pat. Clin. Tuberc.] 7, 203-226, Dec., 1945. 13 
figs., 38 refs. 


The authors undertook periodic examinations of 300 
students of the University of Buenos Aires and tested 
their sensitivity to tuberculin. Fifty showed symptoms 
of tuberculosis with a change of reaction to tuberculin 
from negative to positive; in 11 cases this was due toa 
reinfection while the students were pursuing their 
medical studies. Franz A. Heimann 


653. Tuberculous Peripleuritis. (Consideraciones sobre 
peripleuritis tuberculosa) 
O. A. VACCAREZZA. Anales de la Catedra de Patologia y 
Clinica de la Tuberculosis [An. Cated. Pat. Clin. Tuberc.} 
7, 237-260, Dec., 1945. 25 figs., 24 refs. 


This paper deals with the author’s experience of 30 
cases of tuberculous peripleuritis and the physiopathology 
and clinical treatment of the disease. An intensive 
knowledge of the anatomy of the lymphatics, cellular 
spaces, and weak points of the thoracic wall is essential 
in order to interpret the pathology of peripleurisy. 
Spread by the lymphatic vessels is commonest in the 
peripleuritic process and the following stages are seen: 
tuberculous pleurisy, parietal lymphangitis, intrathoracic 
caseous adenitis, and lastly peripleurisy. The author 
describes three forms of peripleurisy—namely, caseo- 
purulent, fibro-sclerotic, and post-operative. In the 
cases of caseo-purulent peripleurisy abscesses of the 
size of shirt buttons develop and tend to spread towards 
the exterior; they may be mistaken for tuberculous 
abscesses of different origin (for example, skeletal). 
Caseo-purulent peripleuritis may appear parasternally 
(protruding or descending), paravertebrally (dorsal or 
lumbar), or in the axilla. Conservative treatment is 
suggested in the beginning, but surgical intervention may 
later be necessary. Franz A. Heimann 


654. Thoracoplasty for Pulmonary Tuberculosis. Ob- 
servations on 32 Patients in the Older Age Group 

P. E. ZUELKE, W. E. ADAMS, and R.G. BLocH. American 
Review of Tuberculosis [Amer. Rev. Tuberc.| 54, 368-375, 
Oct.—Nov., 1946. 6 refs. 


The authors review the results published by other 
workers, since 1938, on thoracoplasty in older subjects, 
and they indicate that the outlook appears to be im- 
proving. Originally, 40 years of age was considered to 


be the upper age limit for thoracoplasty, and even now — 


there is hesitancy in using the operation for older patients, 
particularly those over 50. Nevertheless, it should be 
considered, because these older patients are a numerically 
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important group, they are important as potential sources 
of infection, and they probably have a better natural 
resistance to the disease than younger patients. 

Results are given for 32 cases between 40 and 65 years 
of age operated on by one of the authors between 1933 
and 1945. Age was not a factor in deciding on opera- 
tion. The vital capacity was assessed; it was found that 
patients with capacities below 1,000 ml. proved poor 
risks. The cardiac condition was determined by size 
of heart, x-ray examination, history, and electrocardio- 
graphy. Kidney function was tested by routine labora- 
tory methods with urea-clearance tests when necessary. 
The operations were done under ethylene and oxygen 
anaesthesia with 0-18 g. “nembutal”’ and 0-01 g. morphine 
as premedication. In a follow-up extending from 
1 to 7 years 1 patient was lost sight of; of the remaining 
31, 2 died post-operatively and 1 died of progressive 


| _ disease 10 months after operation, but in 22 patients 


the disease was arrested and they were able to return 
to work and 6 were improved. The authors conclude 
that thoracoplasty should be considered more often in 
older patients if their general condition is such as to 
make them reasonably good operative risks. 

R. J. Lumsden 


655. Artificial Pneumothorax and Pneumonolysis. 
Results in 100 Patients 

W. J. BRANDAY. American Review of Tuberculosis. 
[Amer. Rev. Tuberc.] 54, 376-384, Oct.—Nov., 1946. 
5 refs. 


This short paper is of interest in that it gives an 
indication of the results of carrying out artificial pneumo- 
thorax treatment and pneumonolysis under difficult 
conditions. Acting on the principle that it is better to 
give mass ambulatory pneumothorax treatment than 
to provide no treatment or isolation at all, the author 
has induced artificial pneumothoraces in 100 patients— 


*32 men and 68 women—who were mostly coloured 


natives of Jamaica living under poor economic conditions 
and, except for a stay in hospital for a few days during 


the period when adhesion section was performed, were 


at work during treatment. 

In nearly three-quarters of the patients bilateral 
disease was present, and in 27 cases collapse of both 
lungs was necessary. Four patients had phrenic paralysis 
in addition to pneumothorax treatment. The native 
resistance to tuberculosis in this group of the population 
is generally poor, and the series may be regarded as a 
most unfavourable group of patients, many of whom 
could not be expected to benefit from any form of 
treatment. In spite of this, after a follow-up of more 
than 3 years, 61 patients are alive and 30 of these have a 
favourable prognosis. From the figures presented the 
efficiency of collapse appears to be the main factor in 
prognosis, although even efficient collapse was insuffi- 
cient to produce a good result if the native resistance to 
the disease was very low. Those in poor economic 
circumstances also did badly in spite of a good collapse 
of the lung. The main complications which arose were 
effusion (35%) and empyema (12%)—surprisingly low 
rates in the circumstances. There was no particular 


difference between the results in the two sexes, but all 
patients under 20 years of age appeared to have a 
particularly bad prognosis. The results are encouraging 
and show that benefit can be conferred by collapse 
therapy even when it is performed in most adverse 
conditions; the individual resistance is always the 
controlling factor in the ultimate result. F. R. G. Heaf 


656. Pulmonary Tuberculosis in Harvard Medical 
Students 

H. P. BREAN and L. W. Kane. New England Journal of 
Medicine [New Engl. J. Med.].235, 315-321, Sept., 1946. 
29 refs. 


This is a review and analysis of the records of the 
incidence of pulmonary tuberculosis among students 
at the Harvard Medical School during the years 1922-45. 
All the data necessary to enable the reader to assess the 
validity of the authors’ conclusions are given, and 
references are made to comparable studies in other 
institutions, which the authors have studied as a check on 
their own work. 

The data contain the medical histories of 24 annual 
batches of medical students, totalling 3,160 individuals. 
The criteria for the diagnosis of pulmonary tuberculosis 
are conservative. In all the cases included in this study 
x-ray films showed either the appearance of a lesion not 
previously present or extension of a previously known 
lesion. Calcified primary complexes, thickened apical 
caps, blunted costo-phrenic angles, and small apparently 
quiescent nodules were not considered clinically signi- 
ficant, and are not included in any of the tabulations or 
discussions. In many cases acid-fast bacilli were 
demonstrated in the sputa, gastric washings, or pleural 
effusions, either by direct observation or by guinea-pig 
inoculation. For the estimation of the tuberculin 
reactions the method used was the intradermal injection 
of two test doses. The results were read in 48 hours. 
Induration of at least 5 mm. in diameter was used as the 
sole criterion of a positive,test. No student was con- 
sidered a non-reactor unless the full strength of the second 
dose had been given—1 mg. O.T. (old tuberculin) or 
0-005 mg. P.P.D. (purified protein derivative). O.T. 
was used till 1940, P.P.D. subsequently. During the 
period 1922-32 radiological and other examinations were 
made only after symptoms had occurred. The first 
routine case-detection methods were instituted in 1932, 
and consisted of tuberculin tests and x-ray examinations 
of the chest for all members of the entering classes and 
also for many members of the graduating classes. In 
1936 the plan was extended to include annual tuberculin 
re-testing of all non-reactors, and all positive reactors 
were encouraged to have annual x-ray examinations of 
the chest. The methods now in use were initiated in 
1943, though they were not completely applied till 1944. 
Students are now re-examined every 6 months—tuber- 
culin reactors by x-ray and non-reactors by tuberculin. 
Although the semi-annual rule was not effectively 
enforced until 1944, its official adoption in the preceding 
year led to virtually complete participation of students 
in at least one routine examination in that year; participa- 
tion had previously been wide but not complete. 
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Among the 3,160 students during the years 1922-45, 
44 were known to have developed active, pulmonary 
tuberculosis as defined above. This gives an overall 
incidence of 1-4%, but the rate increased progressively 
as the detection routine became more stringent, as is 
shown in the table below. 


TABLE SHOWING INCIDENCE OF TUBERCULOSIS ACCORD- 
ING TO TYPE OF CASE-DETECTING PROCEDURE 


No. of No. 
Students *| of 


Inci- 


Classes Procedure dence 


1926-32 .. | Symptoms and % 
physical exam- 
ination 893 8 0-9 

Entrance tubercu- 
lin test and x- 
ray examination 
with (recom- 
mended) repeti- 
tion at gradua- 
tion 496 6 1-2 

Annual _tubercu- 
lin test and (re- 
commended) x- 
tay examina- 
tion of reactors 

Semi-annual tuber- 
culin test or x- 
ray examina- 
tion — — 


1933-6 


1937-45 .. 


1,153 25 2-2 
1946-8 .. 


* Corrected for second-year and third-year transfers. 
+ These classes have not completed medical school. - 


It will be seen that the rate of incidence ascertained 
by the present routine cannot yet be given. The rate 
for the preceding period, before routine 6-monthly 
tests for all students came into operation, was 2:2%. 

Observations on special aspects of the analysis may be 
briefly summarized. The nature of the tuberculin 
reaction on entry appeared to have little influence on the 
development of tuberculosis.during the medical course, 
but a change from a negative to a positive tuberculin 
reaction during the course seemed to render a student 
more liable to develop clinical tuberculosis. Lesions 
were classified as minor or major. During the earlier 
years of the case-detection procedure, when the routine 
for detection was less systematic, there were as many 
major cases as minor ones, and all but one or two of the 
major cases came to light through the onset of clinical 
symptoms. Since the introduction of 6-monthly re- 
examinations there have been no major cases, and all 
the cases except one (first symptom, haemoptysis) were 
discovered at the routine examinations. The pro- 
portion of tuberculin non-reactors becoming positive 
was constant for each academic year at about 12%, 
but the incidence of tuberculosis during the last 2 years, 
which were spent in the hospital wards, was four times 
as great as during the first 2 years. The authors 
remark that the absence of any increase in the rate of 
change from negative to positive tuberculin reaction 
_ in the last 2 years appears to’ argue against greater 
exposure as the sole cause of the increase in morbidity. 
They suggest that the longer and irregular hours of strain 


associated with clinical work may have an effect. 

note also that each academic year the medical student 
enters an age group whose mortality and estimated 
morbidity rates become increasingly high among the 
general population. There are, however, no adequate 
Statistics relating to groups comparable with medica] 
students in every way except for the close association 
of the latter with the sick. The conclusion is drawn that 
Harvard experience shows that 6 months represents the 
maximum interval advisable for the routine re-examina- 
tion of medical students, and that the same considerations 
apply to nurses and resident medical officers. 

A. E. Quine 


657. Myocardial Damage in Pulmonary Tuberculosis 
(Electrocardiographic and Clinical Studies). (Il danno 
miocardico nei tubercolotici polmonari. (Studi elettro- 
cardiografici e considerazioni cliniche)) 

L. Sotinas. Annali dell’ Istituto Carlo Forlanini”[Ann. 
Ist. C. Forlanini| 9, 207-214, Oct., 1946. 7 figs., 21 refs. 


Circulatory insufficiency is rarely caused by chronic 
pulmonary tuberculosis. Where it occurs it is due to the 
formation of chronic resistance in the pulmonary 
circulation, with resulting increased functional demands 
on the right heart. When in such cases the reserve is 
used up, decompensation appears. Successful therapy 
in this type of decompensation is extremely difficult, 
hence the importance of early diagnosis. Myocardial 
damage as a consequence of tuberculous infection and 


‘toxaemia is very rare. 


Three hundred electrocardiograms in cases of pulmonary 
tuberculosis were studied. The following pathological 
data are important. Tuberculosis of the myocardium 
is very rare and generally forms part of a miliary distribu- 
tion. The rarity of this localization is an expression of 
the resistance of muscle tissue to the tubercle bacillus. 
Non-specific myocardial changes are of productive, 
degenerative, or mixed types. To this group belong 
nodular formations of an inflammatory character, the 
so-called pseudo-rheumatic granulomata. These “ para- 
specific’? changes are found sparingly and diffusely 
distributed in the myocardium, being slightly more 
evident towards the base of the heart. It must be remem- 
bered that any type of non-tuberculous myocarditis can 
co-exist with tuberculous infection of other organs. 

The majority of the patients suffered from more or 
less chronic and toxaemic pulmonary tuberculosis. The 
electrocardiograms were taken before surgical inter- 
vention or induction of a pneumothorax. The influence 
of chronic toxaemia is not always evident; the author 
studied electrocardiograms from patients with old-stand- 
ing chronic tuberculosis who throughout their illness 
showed no signs of myocardial alteration; the heart 
maintained an efficient circulation, compensating by its 
effort the deficiency of blood oxygenation in the reduced 
alveolar surfaces. While the electrocardiogram gives, 
as a rule, precise information as to the seat of the myo- 
cardial lesion, it allows no discrimination between irrever- 
sible anatomical lesions and purely functional ones. 
Alterations of the various waves are often seen, which 
indicate not real coronary or myocardial damage of 
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toxic or inflammatory nature but a neuro-vegetative 
disturbance of the heart. These may have an anatomical 
basis in the vegetative nervous system; in some cases 
nerve cells and fibres of the cervical and dorsal part of 
the autonomic system show inflammatory or degenerative 
alterations. 

In the great majority of the cases the author found a 
regular sinus rhythm with varying frequency, more often 
a tachycardia. Tachycardia with hypotension must be 
considered as indicating functional damage of the heart 
muscle with insufficient coronary blood supply. This 
haemodynamic chronic anoxaemia, often aggravated by 
anaemia, accounts for some of the above-mentioned 
non-specific muscle changes. Changes in the QRS. 
complex were very rare and generally independent of the 
tuberculous disease. More frequent were alterations in 
the T wave: low voltage of the wave or flattening in 
one or more leads (3 to 4% of the cases). Moderate 
disturbances of intraventricular conduction were not 
unusual. Signs of damage of the auricular myocardium 
were rare, such as a bifid P wave, deviation of PQ, or 
inversion of P. A relative “‘ coronary insufficiency ’°— 
that is, a discrepancy between the coronary circulation 
and the functional demands of a normal or hypertrophic 
myocardium, has also been observed, as for example, 
signs of insufficiency of the right coronary artery (T3 
inverted; ST2 or ST3 below the isoelectric line) in the 
presence of right ventricular preponderance (5 to 6%). 

Hilde Eisner 


658. Amylase Content of Blood and Urine in Cases of 
Pulmonary Tuberculosis. (11 comportamento del potere 
amilasico del sangue e delle orine nei malati di tuber- 
colosi polmonare) 

G. Scoz and A. Guzzi. Annali dell’Istituto ** Carlo 
Forlanini ’’ [Ann. Ist. C. Forlanini] 9, 215-253, Oct., 1946. 
24 refs. 


Amylase, a starch-splitting enzyme, is not found in 


the blood of the newborn and is present only in small, 


quantities in the first years of life. Under physiological 
conditions the amylase contents of the blood and the 
organs vary with the state of nutrition and the metabolic 
rate, and are in equilibrium with each other. In mal- 
nutrition or in subjects on a diet poor in vitamin C the 
amylase content of blood and organs is diminished, 
together with that of other enzymes. When, however, 
the degree of malnutrition and hypovitaminosis is extreme 
and death impends, the amylase contents are increased. 
In the animal treated with moderate doses of thyroxine 
the organs liberate this amylase and pour it into the blood, 
whose amylase content rises. In @ subject given an 
improved diet after a period of undernutrition the amy- 
lase content of the blood increases, that of the liver 
diminishes. The activity of this enzyme is in the first 
place regulated by the presence of adrenaline and insulin 
in the blood. 

In tuberculosis the amylase of blood, urine, and faeces 
is often diminished owing to a deficiency of external 
pancreatic function. At the same time the frequent 
hypertrophy of the islets of Langerhans is responsible 
for a diminution of glycaemia which, in other cases, is also 


the volume of urine secreted. 


caused by a hyposecretion of adrenaline. As large 
series of examinations have shown, there is no well- 
defined “* normal ”’ value for the amylase content of the 
blood; there are, instead, variations in value which in 
healthy individuals may.be very extensive. This find- 
ing, so different from the narrow quantitative limits 
of other enzymes such as lipase, indicates the need for 
performing serial determinations in every individual 
case. Using serial determination the authors found 
that the blood amylase content was increased after the 
main meals, reaching its lowest value during the early 
hours of the morning. The variations in single speci- 
mens of urine are irregular, but the total elimination 
has for every individual a constant value independent of 
In the tuberculous patient 
the amylase content of blood diminishes parallel to the 
progress of the illness, but rises in the days preceding 
death. When the unfavourable course of the illness is 
interrupted, and signs of clinical healing appear the amy- 
lase content of blood rises correspondingly. There is 
no definite relation between the clinical type of case and 
the amylase content of the blood, whose variations are 
parallel, instead, to the degree of toxaemia and condi- 
tion of metabolism. An expression of the degree of 
toxaemia is the erythrocyte sedimentation rate, while the 
weight, and lipase and protein content of the blood 
are guides to the metabolic condition. Rise of the amy- 
lase content goes hand in hand with that of the lipase and 
with a lowering of the sedimentation rate. In many 
cases the sedimentation rate also shows an apparent 
improvement (diminution) in the period before death. 
Simultaneous determinations of sedimentation rate, 
lipase, and fibrinogen help in judging the progress of the 
disease. While the fibrinogen concentration of tuber- 
culous patients may reach values three times the normal, 
the period before death is also often characterized by 
normal or subnormal fibrinogen values. If the deteriora- 
tion is arrested and the illness takes a more favourable 
course there appears the apparently paradoxical pheno- 
menon of clinical improvement and diminution of the 
amylase content to normal values, as shown in some of 
the cases studied. Hilde Eisner 


659. The Relation between Pulmonary Tuberculosis 
and Osteo-articular Tuberculosis. (Rapporti fra tuber- 
colosi polmonare e tubercolosi osteoarticolare) : 
D. Pacini and V. Nitmi. Archivio di Tisiologia [Arch. 
Tisiol.] 1, 458-485, Sept.—Oct., 1946. 12 figs., 17 refs. 


Among 587 cases of bone or joint tuberculosis passing 
through a sanatorium at Naples, 276 had definite radio- 
logical’ evidence of pulmonary involvement. This 
paper is concerned with those cases in which the lung 
changes were regarded as contemporaneous with the 
bone or joint lesions. [This presumably means that the 
former were present on admission.] An attempt is 
made to relate the character of the radiological changes 
in the lung to the type and duration of the peripheral 
lesions. 

The first main group of cases—those with pulmonary 
lesions without symptoms—is subdivided as follows: 
(1) quiescent; (2) those with radiological evidence of 
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activity: (@) with evidence of reactivation of an old 


lesion; (5) with recent infiltration; (c) with hilar 
involvement. The latter was found sometimes as an 


isolated phenomenon. The lesion might consist of a 
perihilar haze, of well-marked striae running out into 
the lung parenchyma, or of appearances interpreted as 
** presenting a reactivation of the glandular element of 
an old primary complex ’”’. [It seems possible that some 
of these “hilar” lesions were actually in the dorsal 
lobe.] The relationship of these subdivisions to the 
accompanying peripheral lesions is summarized in the 
following tables. 


TABLE 1 
Duration of Bone or Joint 
Lesion 
Pulmonary 
Lesion 
Upto} 1-3 | 3-6 | Over | Total No. 
1 yr. . | yrs 6 yrs. | of cases 
Inactive a 3 7 5 5 20 
Reactivated 4 7 3 1 15 
Recent oA 26 9 2 5 42 
Hilar be 8 6 14 
Total 41 29 10 11 91 
TABLE 2 
Character of Bone or Joint 
Lesion 
5 
Pulmonary 3 2 
& wo ° 
a] 
Inactive 11 4| 2|—]20 
Reactivated 5 3 5 1|— 
Hilar 8; 4} 1] 14 
Total .. 4] 5] 91 


It will be seen that the inactive lung lesions were on 
the whole related to well-localized, chronic, or recovering 
peripheral lesions, usually of some standing. Recent 
infiltration, on the other hand, was mostly seen with bone 
or joint lesions either severe or in the stage of active 
development, and usually of under a year’s duration. 
[This may, however, have been implicit in the selection of 
cases with “‘ contemporaneous ” bone and lung lesions.] 
The later course of the pulmonary change is said to follow 
_ that of the peripheral lesion. 

The second main group is that of pulmonary lesions 
accompanied by symptoms. It is subdivided as follows: 


(1) Regressing lesions with slight symptoms only, Ip 


_ 7 out of 9 cases the bone or joint lesion was either slight 


or pursued a normal course, becoming well localized; 
it was usually of a few months’ duration only, 
(2) ** Regional miliary ’”’ lesions [apparently indicating 
nodular infiltration of a considerable region of one lung], 
Of these 4 cases 3 progressed unfavourably, 2 developing 
into generalized chronic miliary tuberculosis. The 
extrapulmonary lesions were multiple but tended to 
later resolution. (3) Extensive pulmonary changes, 
all accompanied by severe extrapulmonary lesi 
which, though often circumscribed, tended to break down 
with the formation of abscesses and fistulae. There 
were 7 cases in this group. (4) Generalized miliary 
tuberculosis accompanying a bone lesion: 2 cases, 

The general thesis of this paper, then, is that the 
pulmonary and extrapulmonary lesions tend to be of the 
same general type, though the lung lesions in the series 
discussed were of subsidiary clinical importance. It is 
suggested that the pulmonary changes are activated or 
re-activated by toxic absorption from the extrapulmonary 
focus—a phenomenon comparable with a focal tuberculin 
reaction—and that the severity of this activation will 
depend on the extent and the delimitation of the bone or 
joint lesions. 

[An assessment of the correctness of this thesis is 
difficult until the details of the other cases with pul- 
monary lesions are published. It is not clear how far the 
conclusions here drawn are prejudiced by the selection of 
cases.] John Crofton 


660. The Osmotic Resistance of the Red Cell in Con- 
valescent Tuberculous Patients. (La resistenza osmotica 
eritrocitaria nei tubercolotici in via di dimissione, quale 
indice clinico-biologico di stabilizzazione organica 
raggiunta) 

G. Cuiti and M. Contieri. Annali dell’ Istituto “* Carlo 
Forlanini”’ (Ann. Ist. C. Forlanini] 9, 255-262, Oct., 1946. 
23 refs. 


The osmotic resistance of the red cell is considerably 
reduced in pulmonary tuberculosis. The red cells of 
the group with highest resistance may completely dis- 
appear from the circulation. On the other hand, the 
red cells with lowest resistance are increased in number. 
These anomalies are caused by the tuberculous toxaemia; 
the me¢hanism of action may lie in the chronically 
intoxicated bone marrow, in the reticulo-endothelial 
cells stimulated to increased destruction by the toxaemia, 
or in the blood plasma whose physico-chemical changes 
affect the osmotic qualities of the cells. There may also 
be a direct action gf the toxin on the circulating red cells. 
In tuberculosis of the bones, with circumscribed lesions 
and consequently less toxic absorption, the osmotic 
resistance of the red cell is less affected. The authors 
found an increase in the osmotic resistance in early and 
inactive forms of disease, but a constant and considerable 
diminution in active and long-established cases of tuber- 
culosis. 

Fifty cases of stabilized or clinically healed tuberculosis 
of the lungs, including types of different history and 
degree of severity, form the subject of the present 
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lication. Simmel’s method was employed with 
3 dilutions: 0-6, 0-4, and 0-2. Generally speaking, the 
yalues found differed from the physiological values in 
varying degrees. Quantitatively the deviation from 
the physiological values was less pronounced than in the 
cases of active tuberculosis. In only 20% were the cells 
of maximal resistance considerably reduced or missing. 
The rest approached the physiological mean, and some- 
times even surpassed it. The cells of minimal resistance 
were less numerous than in active tuberculosis; in 
50% of the cases their number was normal or even less. 
The erythrocytes of medium resistance approached, in 
the majority of cases, the normal or a higher level. The 
most marked changes were not so much proportionate 
to the extension of the anatomical lesion. as to the 
severity of the process, its duration, and the degree of 
toxic symptoms as shown by the history, temperature, 
weight, and the persistence of abnormal clinical and radio- 
logical findings. Where the erythrocyte sedimentation 
rate was pathological, the osmotic resistance was also 
altered without, however, following a completely parallel 
course. 

The osmotic resistance may remain abnormal when 
all the other clinical features would suggest a favourable 
prognosis. The authors explain this by the presence of 
a persistent slight toxaemia and by chemico-physical 
changes in the environment of the cells. Every erythro- 
cyte is to be regarded as an infinitely small, delicate 
“osmometer’’ immersed in the blood plasma, and 
able to react to the smallest alterations in the surround- 
ing medium. Slight but persistent alterations in the 
osmotic resistance imply changes in the plasma, which 
persist much longer than all the other clinical anomalies. 
A favourable prognosis is justified in such cases, as shown 
by a return to normal of osmotic resistance on later 
examination. This return follows a transitional period 
of hyperfunction of the red marrow, which sends an 
increasing number of young red cells into the circulation. 
At the same time the destructive action of the reticulo- 
endothelial cells is reduced by the discontinuation of the 
toxaemic stimulus. This accounts for the simultaneous 
increase in cells of major resistance and the diminution in 
those of minor resistance. The determination of the 
osmotic resistance is therefore a valuable index of the 
toxaemic condition and humoral disturbance. More- 
over, the return to physiological values allows the exclu- 
sion of active pulmonary foci. Hilde Eisner 


661. The Use and Misuse of Tuberculin in the Treat- 
ment of Pulmonary Tuberculosis 

J. R. Grtvespre. Ulster Medical Journal [Ulster med. J.] 
15, 109-122, Nov., 1946. 4 figs. 


To indicate the value of tuberculin treatment in pul- 
monary tuberculosis, comparisons are cited of the 
percentages at work, after each year of observation 
from 2 to 9 years, of sputum-positive patients first seen 
in County Down, N. Ireland, between 1913 and 1922, 
and 1923 and 1932, according to whether they were 
treated with (a) tuberculin, (6) at a sanatorium, (c) with 
tuberculin and at a sanatorium, (d) otherwise. Patients 
who died within 6 months of first attendance were 


excluded. The following is a tabular extract of the 
charts: 


Turban-Gerhardt Turban-Gerhardt 
1 and 2 3* 
Treat- 
ment Percentage at work | Percentage at work 
after after 
Total | 2 yrs. | 5 yrs. | 10 yrs.| 2 yrs. | 5 yrs. | 10 yrs. 
Patients 
first 
n 
1913-22 
(a) 41 41 32 24 45 35 21 
(b) 69 58 44 33 35 15 8 
(c) 48 16 15 12 16 7 4 
(d) 95 19 12 9 — 6 3 
Patients 
first 
een 
1923-32 
@ 36 61 58 36 43 41 27 
b) 716 65 50 33 40 40 17 
3 75 35 37 32 25 31 22 
d) 96 25 14 12 13 9 4 


* Totals do not appear. 


The comparisons show that tuberculin-treated patients 
have an advantage in the earlier years of observation, 
but that this advantage is much reduced with the passage 
of time. 

[This paper offers an extreme example of the statistical 
defects that may accompany comparisons of the fate of 
persons with pulmonary tuberculosis under different 
methods of treatment. On the method of selection 
—a vital point—the small amount of information pro- 
vided is not reassuring. Certainly selection into. the 
tuberculin-treated and those not treated was not at ran- 
dom, as it would be if suitable cases were chosen and then 
accepted or rejected on the basis of chance or alternation. 


~ On the contrary, the selection seems to have been on 


the basis of medical suitability for each particular line 
of treatment. Cases that did not progress in a sana- 
torium were usually discharged before 3 months and fell 
into the “‘ treated otherwise ”’ group, as did cases that had 
less than 3 months of tuberculin treatment. In the cases 
selected to have tuberculin without sanatorium treatment 
the temperature had to be such as would allow travel to 
the dispensary. Furthermore, the exclusion from analysis 
of all patients who died in less than 6 months, without 
giving the numbers, is inadmissible. From these con- 
siderations the abstracter suspects that the effects of the 
different make-ups of the four groups, rather than the 
results of the different treatments, are being compared. 
It is possible that the author’s contention that tuberculin 
is better than sanatorium treatment, and that the two 
together are the best of all, is correct; but it will require 
a more adequately planned and controlled trial, with 
really comparable groups, to prove this contention.] 
P. D’ Arcy Hart 
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662. The Possibility of a Specific Influence on Tuber- 
culous Infiltrations of the Lungs in Childhood. (Uber die 
Méglichkeit einer spezifischen Beeinflussung tuberkuléser 
Lungeninfiltrierungen im Kindesalter) 

G. Jopricu. Arztliche Wochenschrift (Arztl. Wschr.] 1, 
167-170, Sept. 30, 1946. 5 figs., 26 refs. 


The author gives a historical review of the theories 
relating to the pathogenesis of pulmonary tuberculosis 
in children, and especially to the form known as epituber- 
culosis. He particularly mentions Kleinschmidt, Elias- 
berg, and Neuland, who since 1919 have extensively 
studied this form of infantile pulmonary tuberculosis, 
also known as perituberculosis or paratuberculosis. 
Forschern and Roessle consider epituberculosis to be 
merely pulmonary atelectasis secondary to pressure on a 
bronchus by enlarged tuberculous glands. The author 
favours the allergic theory, which regards the disease as 
a response of the lung to sensitization by the tubercle 
bacillus. Both theories are based on anatomo-patho- 
logical material, but this may be misleading, because 
(1) not all cases described as such are instances of epi- 
tuberculosis; (2) intercurrent disease may have altered 
the original tuberculous picture; and (3) histological 
changes do not always lead to toxic or allergic mani- 
festations. The author considers that, if allergy exists, 
desensitization should be possible. Two cases are 
described in detail. The first was in a 3-years-old 
girl, known to be a tuberculosis contact, who developed 
typical epituberculosis in the right upper lobe. She gave 
a positive tuberculin reaction, but no tubercle bacilli 
were recovered from gastric washings. The erythrocyte 
sedimentation rate was raised; the temperature was 
normal. The clinical and radiological pictures remained 
unchanged for 7 months. She was then given a course 
of intravenous injections of Koch’s old tuberculin in 
doses of 0-2, 0-4, 0-8, and 1 ml. of a_ 1/100,000,000 
solution, and then similar doses of a 1/10,000,000 solu- 
tion. At the end of the second course of injections a 
radiograph showed complete clearance of the affected 
lung, but hilar enlargement persisted and tuberculin tests 
were still strongly positive. The course was discon- 
tinued after 1 mg. of old tuberculin had been given. 
The second case was in a child of 7, who received similar 
courses of intravenous tuberculin. When the lung field 
had been cleared a primary lesion, partly calcified, could 
be seen at the level of the first rib. The author looks 
upon this as evidence that the syndrome of epituber- 
culosis may follow an extraglandular focus of tubercu- 
losis, and that therefore in this case, where no enlarged 
node existed, the radiological appearances could not be 
due to pulmonary collapse. 

After drawing attention to the favourable influence of 
tuberculin in pulmonary tuberculosis in children, the 
author considers the relationship between allergy and 
immunity in this disease. He accepts the view of Redeker 
that allergy is not a manifestation of immunity to the 
tubercle bacillus; although the allergic reaction may 
disappear (due to desensitization) with tuberculin treat- 
ment, resistance to tuberculous disease can persist. 
According to Nagel, allergy is harmful to tissues and 
favours the growth of the tubercle bacillus. The author 


concludes by reaffirming the possibility of a specific 
(desensitizing) action of tuberculin in tuberculosis jn 
children. 

[The suggestion that allergy and immunity are not 
equivalent is in accordance with results recently pub- 
lished by some French workers.] A. I. Suchecki 


663. Review of Monaldi’s Cavity Suction Drainage and 
Remarks on Cavity Endoscopy. (Kritik der Kavernen- 
saugdrainage nach Monaldi und Bemerkungen zur 
Endoskopie der Kaverne) 

A. SATTLER. Klinische Medizin [Klin. Med., Wien} 1, 
525-543, Nov. 1, 1946. 7 figs. 


The author observes that the Monaldi operation for the 
drainage of cavities was adopted with enthusiasm by 
many workers, who now view it with disfavour, so that 
in numerous institutions its use has been abandoned. 
There is no question that Monaldi drainage is followed 
in most cases by the diminution or even the disappear- 
ance, as seen in radiographs, of a cavity. The sputum 
decreases in amount and it may become negative for 
tubercle bacilli. The patient’s general condition im- 
proves, often notably. But after the withdrawal of the 
tube all these good effects are reversed: the cavity en- 
larges again and refills, the sputum increases and contains 
tubercle bacilli, and the general condition relapses. The 
author considers the reasons why the undoubted benefits 
of drainage are lost again when drainage ceases. 

He confirms previous observations that there is usually 
a valvular mechanism in the bronchus or bronchi into 
which the cavity opens, so that air and bronchial 
secretions can get more easily in than out: hence the 
“ ballooning’ which is observed and the damming-up 
of fluid. The Monaldi operation gives a free outlet and 
so enables the cavity to diminish, provided that the 
surrounding tissues are able to expand and occupy the 
space. Monaldi considers that the expansion of atelec- 
tatic lung is most important in this process, but the 
author believes that it has only a temporary effect, lasting 
so long as drainage is continued. More important, in 
his view, is the degree of fibrosis of the cavity wall and 
the surrounding tissue. A high degree of fibrosis will 
prevent a cavity from collapsing even under drainage. 
The consolidation surrounding the cavity may be in- 
creased by the occurrence of a localized traumatic pneu- 
monia—a not uncommon result of the Monaldi puncture. 

The constitution of the cavity wall is, however, the 
most important factor. The author has taken every 
opportunity of directly inspecting the interior of cavities 
immediately after the Monaldi operation and at subse- 
quent intervals, through a modified thoracoscope inserted 
into the cavity through the hole in the chest wall. He 
describes in detail the differences between the interior 
appearances of soft-walled and hard-walled cavities. 
From these observations a cavity may be classified by 
direct inspection of its interior as having either a soft or a 
sclerotic wall. There are cavities of intermediate type, 
but the majority fall well within one class or the other. 
The diagnosis in this way of the nature of the cavity is 
important in deciding on further treatment. A hard- 
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walled cavity which is seen to retain its size is not worth 
prolonged drainage, and early thoracoplasty may be 
considered. In any case, if thoracoplasty is intended to 
follow the Monaldi drainage, endoscopic observation 
affords indications for choosing the right moment. 

The author states his conclusions as to the indications 
for performing the Monaldi operation. It should gener- 
ally be restricted to cases in which it is judged that a 
subsequent thoracoplasty will produce permanent 
collapse of the cavity. ‘Preliminary drainage” by 
the Monaldi method may render patients suitable for 
thoracoplasty by improving their general condition and 
the local conditions on the side to be operated on. 
Further, by decreasing the amount of purulent fluid on 
this side, the risk of the most dangerous sequelae of 
thoracoplasty—namely, an aspiration-pneumonia of the 
opposite lung—is much diminished. Monaldi drainage 
should not be done-if it seems that thoracoplasty would 
result in successful collapse without undue risk. Drain- 
age may occasionally be advisable in patients for whom 
thoracoplasty is contraindicated, as in the elderly or 
in patients with severe bilateral disease. In such cases 
the treatment can only be regarded as palliative. 

Dealing with technique, the author observes that the 
Monaldi drainage-hole is septic and should be situated 
as far as possible from the field of operation of a subse- 
quent thoracoplasty. The site of election in most cases 
is under the lower border of the second rib, two finger- 
breadths from the sternum. This avoids the internal 
mammary artery. It is unnecessary, and indeed in- 
advisable, to try to drain the cavity at its lowest point. 
Monaldi drainage is not comparable with the surgical 
drainage of an abscess. The cavity should be punctured 
centrally. The author has found that the trocar in 
general use is too blunt to give the best results. It is 
not sensitive enough, and may produce unnecessary 
damage. For example, when the two pleural surfaces 
are only lightly adherent they may be separated by a 
blunt trocar. He uses an extra long Salomon cannula 
and a trocar with a long sharp point until he feels that 
the superficial lung parenchyma has been entered, and 
then changes over to the usual less sharp trocar. Occa- 
sionally the very sharp trocar may be needed to pierce a 
hard cavity wall. He has with success used his own 
modification of Cadeddu’s special cannula for puncturing 
cavities which, because of their small size or awkward 
location, are difficult to enter with the ordinary instru- 
ments. Its advantage is that when the cavity has been 
punctured the cannula stays safely in position. Some- 
times, when drainage has been established, the tube 
comes out and will not go in again. . This is usually due to 
narrowing or distortion of the fistulous passage by fibrosis. 
To use a trocar is dangerous. The passage can be 
successfully re-entered by the use of graduated bougies, 
such as are employed for the urethra or the cervix. The 
tube is then replaced, possibly with the aid of an internal 
splint temporarily inserted in it. At first an excess of 
tubing is pushed into the cavity. During the next few 
days the tube is gradually withdrawn until it ceases to 
press against the interior wall of the cavity. It should not 
be transfixed to fasten it to the chest wall; this may 
diminish the efficiency of the suction. The recom- 


mended method of fastening is by means of a rubber 
disk centrally pierced with a hole which fits firmly round 
the tube. Layers of gauze are placed beneath and on the 
disk, and the whole is secured by adhesive strapping. 
The negative pressure in the tube should be maintained 
constant at the level determined for the time being. A 
pressure of —10 cm. of water is suitable to begin with, 
gradually decreased to about —30cm. Only rarely is a 
pressure as low as —50 cm. to be used. The simple 
water-tap method of suction is recommended. 
A. E. Quine 


664. Emphysema Following Insufficient Drainage of a 
Suffocating Pneumothorax. (Mechanism of Production 
and Treatment.) (Enfisema generaJizado consecutivo al 
drenaje insuficiente de un neumotdérax sofocante. 
(Mecanismo de produccién y conducta terapéutica)) 

M. Ferrari. Hoja Tisiolégica [Hoja tisiol.] 6, 380-386, 
Sept., 1946. 4 figs., 6 refs. 


The author describes a generalized emphysema with 
interesting features. The patient was a man, 51 years 
old, with chronic tuberculous generalized pulmonary 
emphysema. Fluoroscopy showed considerable em- 
physema on the left side. Suddenly one morning the 
man developed a very acute paroxysm of dyspnoea, 
and on examination showed jugular regurgitation, 
discrete cyanosis, and tachycardia, but no signs of heart 
failure. Spontaneous pneumothorax was diagnosed. 
Fluoroscopy showed only a small air chamber. The 
lung was punctured with the pneumothorax apparatus 
and 450 ml. of air was aspirated. The patient felt better 
immediately, but an hour later the dyspnoea appeared 
again. The cavity was drained; an intramuscular needle 
attached to a rubber tube was used, the erid of the tube 
being in a jar of water to a depth of 2 cm., so that the 
escaping air could bubble into the water. The patient 
felt better again, though a subcutaneous emphysema 
appeared round the needle; the air, however, was 
bubbling through the water and the drainage was good 
throughout. In spite of this the emphysema grew. 
Seventeen hours later there was extensive cyanosis with 
generalized subcutaneous emphysema which affected 
the face and eyelids, the latter being under great tension. 
The neck swelled to an enormous size, and the sub- 
clavicular and axillary regions became convex. The 
superior and inferior limbs were also emphysematous, and 
the scrotum was swollen like a balloon. The fasciculi 
of the thoracic muscles were dissected by air. A 
quantity of air was found in the subcutaneous tissue, and 
there was a collection of gas between the costal wall and 
the muscle. Three cm. was cut from the sixth rib, 
which resulted in spontaneous hernia of the pleura. 
When this was incised there was an escape of air. The 
lung was emphysematous, but there was no visible 
infiltration of gas in the subpleura. After a de Pezzer 
catheter had been inserted the wound was closed. A 
rubber tube was attached to the end of the catheter and 
terminated in a rubber tip in which there was a hole 3 mm. 
in diameter, and this acted as a valve. The immediate 
post-operative results were good; the dyspnoea dis- 
appeared, and the subcutaneous emphysema was 
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re-absorbed in a few days. The patient died, however, 
8 days later. No necropsy was permitted. Throughout 
the whole period the artificial valve had worked very 
well. F. Duran-Jorda 


CHEMOTHERAPY IN TUBERCULOSIS 


665. Tuberculous Meningitis Treated with Strepto- 
mycin 

L. L. Krarcuix. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 375-376, Oct. 19, 
1946. 2 refs. 


A diagnosis of tuberculous meningitis was made in a 
boy aged 15 months on the strength of a history of con- 
tact, a positive tuberculin test, suggestive clinical findings, 
and a cerebrospinal fluid characteristic of the disease. 
B. tuberculosis was not isolated but was shown in films 
of the pellicle which appeared in the spinal fluid. A total 
of 24,000,000 units of streptomycin was administered 
intramuusclarly; 65 lumbar punctures were performed, 
and a total of 2,800,000 units was injected intrathecally. 
The patient recovered, and 5 months from the onset of 
the illness he was still well and apparently free from 
sequelae. T. Anderson 


666. The Chemotherapy of Tuberculosis—Includ- 
ing the Use of Streptomycin. The Harben Lectures, 
1946. Il. An Evaluation of the Efficacy in Tubercu- 
losis of Sulfonamides, Sulfones, and Certain other Sub- 
stances 

W.H. FeLpMAN. Journal of the Royal Institute of Public 
Health and Hygiene [J. R. Inst. publ. Hith] 9, 297-324, 
Oct., 1946. 24 figs., 57 refs. 


Sulphanilamide and some other sulphonamides (in- 
cluding sulphapyridine and sulphamerazine) can, under 
defined experimental conditions and in certain anatomical 
situations, retard the progress of tuberculosis in guinea- 
pigs; but the disease is not arrested and the results have 
not indicated the likelihood of clinical success. Indeed, 
clinical trials have failed to yield unequivocal evidence of 
direct or specific therapeutic effect on the tuberculous 
infection, though some benefit may be ascribed to these 
drugs in reducing secondary infection. Some of the 
sulphone compounds, on the other hand, 4,4’-diamino- 
diphenyl sulphone and its derivatives, including ““ promin”’ 
(4,4’-diaminodiphenylsulphone-N,N’-didextrose sodium 
sulphonate), “‘ diasone” (disodium formaldehyde sul- 
phoxylate diaminodipheny] sulphone), and “ promizole” 
(4,2’-diaminophenyl-5’-thiazolyl sulphone) have con- 
sistently produced considerable suppressive effect on 
experimental tuberculosis in the guinea-pig, even. when 
treatment is started some weeks after infection. The 
effect is shown in an increased survival rate and a striking 
reduction in the anatomical extent of the lesions, as 
‘compared with control animals, and by the regression or 
even resolution of lesions. However, these compounds 
are usually unable to kill virulent tubercle bacilli in the 
animals, with the result that reactivation may occur after 
treatment is discontinued; an enhanced immunity state, 
which might be expected to offset such a flare-up, does 
not appear to result from a therapy that produces a 


temporary suppressive effect. The low therapeutic 
index of the sulphone compounds restricts the clinica 
dosage. Promin, the first to be thus tried, was found to 
cause troublesome, although reversible, toxic reactions, 
especially blood changes, when given in moderate doses 
by mouth, and the results were no more than suggestive, 
Controlled studies of diasone and of promizole—which 
are of comparatively low toxicity—have also failed to 
show that these substances have definite therapeutic 
effect in progressive pulmonary tuberculosis. Present 
evidence thus suggests that none of these sulphone com. 


pounds will find a place in the treatment of the disease jp . 


man. On the other hand, in topical application, such 
as to the lesions, of tuberculous laryngitis, promin has 
given encouraging results. Research with these drugs 
has shown for the first time that tuberculosis in the 
guinea-pig is amenable to chemotherapy. 

Results are given of tests of three further, unrelated, 
substances in experimental tuberculosis in guinea-pigs 
or rabbits; these substances are diphtheria toxoid, 
Grasset’s “tubercle endotoxoid’’, and mepacrine, 
None of these agents was found to exert a therapeutic 
effect on the disease. 

[Experimental results with promin suggest that the 
sulphone compounds may also have a use in combination 
with streptomycin.] P. D’Arcy Hart 


- 667. The Chemotherapy of Tuberculosis—Including the 


Use of Streptomycin. The Harben Lectures, 1946. II. 
The Effect on Tuberculosis of Antagonistic Substances of 
Microbial Origin with Particular Reference to Strepto- 
mycin 
W.H. FELDMAN. Journal of the Royal Institute of Public 
Health and Hygiene [J. R. Inst. publ. Hith] 9, 343-363, 
Nov., 1946. 47 refs. 


After a historical review of the literature of the use of 
antibiotic substances against the tubercle bacillus, and a 
brief account of the activity of streptomycin in vitro (in 
which the finding of Youmans—that in the majority of 
strains of the human type growth is inhibited by exposure 
to a concentration of less than 1 mg. of base (1 unit) per 
ml, is quoted), the in vivo experiments carried out by the 
author and his colleagues at the Mayo Foundation are 
summarized. 


Second Experiment.—Twenty 500-g. guinea-pigs were 
each inoculated subcutaneously with 0°1 mg. of human type 
tubercle bacilli. Ten served as untreated controls, and 10 
were treated—6 from the day of infection and 4 from 2 weeks 
later. The a poy was given 6-hourly; the daily dose 
had to be varied at first owing to toxic impurities in the early, 
low-potency batches, but in the later part of the experiment 
the dose was 6 mg. of base daily. At 61 days after infection 
the surviving animals in control and treated groups (9 in 
each group) were killed. Disease in the controls was widely 
disseminated and mostly destructive; in both subgroups of 
treated animals signs of disease were absent or barely 
detectable. The conclusion was that the drug had consis- 
tently and definitely a suppressive effect on potentially lethal 
tuberculous infection in guinea-pigs, and that it was well 
tolerated. . 

Third Experiment fase stringent conditions).—Forty- 
nine guinea-pigs weighing 500 g. were inoculated subcu- 
taneously with 0°001 mg. of human-type bacilli. Seven 
weeks later, when tuberculin tests were positive and after 4 
liver biopsy had been made in each animal to confirm 
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establishment of disease, treatment was begun in 25 animals, 
while 24, untreated, served as controls. The dosage of 
streptomycin base was 6 mg. daily, given 6-hourly. The 
experiment was terminated 215 days after infection. At 
this point 70% of the controls were dead, as against only 8% 
of the treated. At necropsy most of the controls showed 
severe Widely disseminated disease, whereas it was absent 
or minimal in the treated cases, and in 52% of the latter it 
was absent microscopically as well as macroscopically. 
Nine of the 23 streptomycin-treated animals that lived to the 
end had lost their tuberculin-reactivity, and in 7 of these no 
residual virulent tubercle bacilli were demonstrable in the 
spleen by sub-inoculation into normal guinea-pigs. Histo- 
logical examination in the 25 drug-treated animals showed a 
jung lesion in 1, a liver lesion in 1, and spleen lesions in only 
11; in the majority of these the tuberculosis was healing or 
healed. It was concluded: (1) that streptomycin could 
resolve or suppress established experimental tuberculosis in 
guinea-pigs, but (2) the effect was anatomical suppression 
rather than sterilization; (3) reversal of tuberculin-sensi- 
tivity was comparatively frequent; (4) clinical trials seemed 
justified by the above results together with the relatively low 
toxicity of purified streptomycin. : 

[Details of the second and third experiments are given by 
Feldman, Hinshaw, and Mann, Amer. Rev. Tuberc., 1945, 
52, 269.] 

Fourth Experiment.—Procedure similar to that in the 
second experiment showed that with subcutaneous inocula- 
tion of 0°1 mg. of tubercle bacilli of 7 strains freshly isolated 
from patients, of 2 bovine strains (one being the Ravenel 
strain), and of the laboratory stock human strain H37Rv, 
the infections were suppressed with equal success by strep- 
tomycin 6 mg. (base) daily, given from 2 weeks after infection 
until 8 weeks later. The conclusion was that streptomycin 
activity in vivo was not strain-specific. 

Fifth Experiment.—The dose frequency was varied by 
giving 2 mg. 4 times daily, 4 mg. twice daily, 8 mg. once 
daily, and 4 mg. 4 times daily in alternate weeks. Little 
difference in efficacy of the drug was found. The conclusion 
was that 12-hourly administration could be substituted for 
the usual 6-hourly injections. 

Sixth Experiment (not yet complete).—Under the rigorous 
conditions of intravenous injection with 1 mg. (moist weight) 
of H37Rv, which killed untreated controls in an average of 
19 days, streptomycin treatment given for 60 days from the 
day of infection resulted in survival well beyond this time. 
In another group streptomycin treatment was started 4 days 
after the infection and was continued thereafter; all of this 
group were apparently well 43 months later. 


The low toxicity of purified streptomycin in guinea- 
pigs is evidenced in the above experiments by the toler- 
ance of effective doses for prolonged periods, by normal 
rate of growth, and by absence of visceral damage at 
necropsy; however, species differences in tolerance are 
reported in the literature, and therefore caution is 
required in clinical administration, even on a priori 
grounds. In contrast.to development of resistance to 
streptomycin by tubercle bacilli under special cultural 
conditions in vitro, reported by others, no significant 
change in sensitivity was shown by strains of H37Rv 
obtained from treated guinea-pigs; on the other hand, 
8 or 12 strains from treated human patients showed 
markedly increased resistance. 

After discussing briefly Hinshaw’s results in 75 
tuberculous patients (for fuller account see J. Amer. med. 
Ass., 1946, 132, 14), in which suggested evidence of 
suppressive action was obtained in various types of 
disease, including meningitis, the author concludes his 
lectures on a note of optimism in that tuberculosis can 
now be considered vulnerable to several types of chemo- 
therapeutic attack, though in his opinion a potent 
tuberculo-chemotherapeutic agent is more likely to 
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supplement the ordinary forms of treatment than to 
replace them. 

[The first experiment is not quoted as it was similar to 
the second, except that the amount of streptomycin 
available permitted treatment of only one guinea-pig.] 

P. D'Arcy Hart 


668. Swedish Experience of Chemotherapy in Tuber- 
culosis. (Svenska enfarenheter av kemoterapi vid 
tuberkulos) 

A. WESTERGREN, E. VON ROsEN, G. IDESTROM, E. 
VALL, S. STAVENOW, A. WALLGREN, and T. FREDHOLM. 
Nordisk Medicin {|Nord. Med.} 31, 2111-2116, Sept. 13, 
1946. 6 figs. 


Fredholm stated that he had treated 9 children with 
a primary tuberculous lesion and 1 with miliary tuber- 
culosis with “‘ promizole”’ (4 : 2’-diaminophenyl-5’-thia- 
zolylsulphone), the daily dose being 50 mg. per kilo 
body weight given in 4 equal doses; this produced a 
blood concentration of 2 to 4 mg. per 100 ml., which, 
after a few weeks, fell to 0-1 to 1-0 mg. per 100 ml. 
Toxic effects included anorexia, dermatitis (1 case), 
and temporary fall of haemoglobin to 55% after 3 or 
4 weeks’ treatment. The child with miliary lesions died; 
of the others, 4 were markedly improved after 3 months, 
though 2 later developed pleurisy and spondylitis. After 
6 months another 2 were improved, 2 were unchanged, 
and 1 had got worse. 

In the discussion that followed Lehmann mentioned 
the fact that in 1940 Bernheim showed that benzoic 
and salicylic acids had an apparently specific inhibitory 
effect on the tubercle bacillus. Lehmann found that the 
respiration of virulent, but not of avirulent, strains of 
this organism was increased by salicylate to 130 to 257% 
of that of controls, while growth was inhibited. Of 
other substituted benzoic acids, 4-amino-2-hydroxy- 
benzoic acid (p-aminosalicylic acid) was 10 to 100 times 
more effective than salicylic acid, producing definite 
inhibition of growth at a concentration of 10-5 molar 
solution. Peroral and parenteral administration ap- 
peared to be harmless in rats and rabbits, so trials were 
made on human subjects. A daily amount of 14 g. 
divided into 4 doses was given, which produced a blood 
concentration of 4 to 7 mg. per 100 ml. 

Vallentin, also speaking in the discussion, stated that 
31 patients with pulmonary tuberculosis in whom the 
prognosis was grave were treated with this dosage for 
up to 5 weeks, and 13 patients with tuberculous empye- 
mata or tuberculous infections of extrapleural pneumo- 
thorax spaces were given local applications. Toxic 
effects occurred in 22, chiefly renal irritation, with leuco- 
cytes, red cells, casts, or protein in the urine (20 cases); 
8 patients had diarrhoea. Improvement, as judged by 
reduction of fever and erythrocyte sedimentation rate, 
increase in body weight, and haemoglobin, occurred in 
more than half. Eleven of the 13 patients who received 
local application were improved, as were 18 of the 31 
patients treated by oral administration. Exudative 
types of lesion were most responsive to treatment, while 
patients with chronic or miliary lesions were little 
benefited. G. Discombe 
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669. Streptomycin in Treatment of Clinical Tubercu- 
losis 

H. C. HinsHaw, W. H. FELDMAN, and K. H. PFuetze. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 54, 
191-203, Sept., 1946. 13 refs. 


Results of streptomycin treatment in a total of 75 
- cases of tuberculosis are given, with the general conclusion 
that a suppressive effect was produced and that the drug 
had a low toxicity. Streptomycin therapy is not, 
however, to be regarded as a substitute for accepted 
procedures. 

Ten patients with miliary tuberculosis, 7 of them with 
meningitis also, were treated [ages not given]. Four of 
the meningitis subgroup had survived from 3 to 6 months 
after diagnosis, and each of these showed clinical 
improvement; in 3 of them the cerebrospinal fluid had 
become negative for tubercle bacilli. While none was 
yet cured, streptomycin appeared to have changed the 
course of the disease. The dosage in these 4 cases was 
100 to 200 mg. daily intrathecally for 2 to 4 weeks, 
plus 1-2 to 3-6 g. intramuscularly daily for 3 to 6 months. 

Twenty-four patients with active progressive pul- 
monary tuberculosis, in whom prompt spontaneous 
improvement was unlikely and alternative treatment was 
not indicated, were treated. Estimation of effectiveness 
of the drug was based on comparison of the behaviour 
of the disease in each patient before and after administra- 
tion of the drug, the chief criteria of improvement being 
changes in the x-ray picture, in the temperature curve, 
and in the bacteriological examinations for bacilli. Of 
this group, 19 improved with sufficient rapidity to make it 
probable that streptomycin had changed a previously 
unfavourable trend to a favourable one. Reduction 
in fever, cessation of cough, and return of sense of well- 
being often occurred within a few weeks. Recent 
exudative lesions improved radiographically also in a 
few weeks; thin-walled cavities frequently became 
reduced and disappeared, though thick-walled cavities 
and fibrous lesions were resistant, as would be expected. 
Conversion of positive sputum tests (including stomach 
washings) to negative occurred in most cases other than 
those with thick-walled cavities. Thoracic surgical 
procedures became practicable with some patients. The 
dosage in the pulmonary group was | to 2 g. daily intra- 
muscularly for 14 to6 months. The final outcome of the 
progress of these patients is, of course, not yet known; 
though reactivation after discontinuing treatment has 
not so far been very noticeable. 

All of 6 cases of ulcerative lesions of the upper respira- 
tory tract, treated by atomized aerosol in addition to 
intramuscular injections, improved markedly in 2 to 4 
weeks and healing became completed; there had been 
no recurrence several months after cessation of treatment. 
In 14 cases of renal tuberculosis, all unsuitable for 
surgery, there was temporary improvement in 8, but 
with a tendency to recurrence; the effect seemed to be 
only palliative [in apparent contrast to the cases of 
respiratory tuberculosis]. Of 8 cases of external tuber- 
culous sinuses, 5 healed. Tuberculous empyema (7 cases) 
did not respond favourably to intrapleural treatment. 
Ten miscellaneous cases made up the total. 


Like certain other primarily susceptible micro-orgap. 
isms, Mycobacterium tuberculosis can acquire resistance : 
to streptomycin, but the implications in regard to 
progress of treatment are as yet uncertain. Some of the 
toxic effects of the drug, such as histamine-like reactions, 
are probably due to impurities and are decreasing with 
improved manufacture, but even purified products may 
produce vestibular changes, deafness, and some renal 
damage; whether these effects are due to impurities or 
to streptomycin is not known. In general, dosage jn 
this series has been 1 to 3 g. daily intramuscularly or 
deep subcutaneously, in 4 to 8 spaced doses; a duration 
of 2 to 6 months is recommended.  P. D’Arcy Hart 


670. Trials with Certain Organic Compounds in 
Experimental Tuberculosis. (Ensayos de algunos com- 
puestos organicos en tuberculosis experimental) 

H. Viveros, J. Barrios, M. Rivas, and G. BuENo, 
Aparato Respiratorio y Tuberculosis [Apar. resp. Tuberc. 
11, 210-219, July-Sept., 1946. 7 figs., 6 refs. 


Experiments are described to show that in rabbits 
inoculated intradermally with human Mycobacterium 
tuberculosis the resulting lesions were much smaller in 
those animals which received injections of thiourea 
(sulphocarbamide). Similarly, the lesions in the spleen, 
liver and lung after intravenous injection of Myco. tuber- 
culosis were much less advanced in rabbits treated with 
thiourea thun in control animals. The interest of 
these experiments lies in the close relationship of thiourea 
to guanidine; guanidine is known to form one of the 
groups in the streptomycin molecule (Carter et al., 


J. biol. Chem., 1945, 160, 337). G. M. Findlay 
LEPROSY 

671. The Action of Diasone in the Treatment of Leprosy. 

(Preliminary Report) 


J. M. M. FERNANDEZ and E. A. CARBONI. International 
Journai of Leprosy [Int. J. Leprosy] 14, 19-29, Dec., 1946. 
8 figs., 5 refs. 


** Diasone ”’ was tried in 83 cases of leprosy in Trinidad 
and in 12 cases in Britain, by Muir [see Abstract 672] 
who concluded that’it had definite value in the treatment 
of leprosy, but that it was too early to estimate the 
full results. 

The present authors treated 62 cases, mostly of 
advanced lepromatous type (L, and Ls) nearly all of 
which had been given chaulmoogra oil without success. 
Diasone was given by mouth in courses of 8 weeks’ 
duration, with intervals of 3 or 4 weeks between the 
courses, as follows: 1 capsule (0-33 g.) on the first day, 
2 on the second, 3 on the third and two or three following 
days; if there was then no intolerance the daily dose was 
increased every two or three days up to 8 capsules, but 
it was found later that it was better to raise the daily 
dose every four or five days. The patients had to be 
kept under close supervision as the drug caused anaemia 
in nearly all cases; the commonest signs of intolerance 
were asthenia, cyanosis due to methaemoglobinaemia, 
headache, anorexia, leprous reactions with high tempera- 
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ture, and a generalized rash. In 29 out of 35 cases the 
erythrocyte count fell by from 500,000 to 2,000,000 per 
cmm. and the haemoglobin concentration was corre- 
spondingly decreased. Anaemia usually appeared after 
the second week of treatment when over 20 g. of the 
drug had been taken; it was cured when the diasone 
was discontinued for a time and liver extract or iron was 
administered. There was no marked leucopenia though 
in 37% of cases the leucocytes decreased by from 1,000 
to 4,000 per c.mm. 

The results in 42 patients who had taken at least one 
8-weeks’ course were: much improved 10, improved 15, 
not improved 17. The earliest action of diasone was to 
cause softening and ulceration of nodules, tubercles, and 
plaques. This was followed by flattening and decrease 
in size of the lesions, and in some cases by complete 
re-absorption, a scar or stain remaining, while in others 
only partial healing was seen. Existing ulcers also healed 
completely or partially. The authors could come to no 
conclusion about the effect of diasone on the leprosy 
bacilli, which became granular but continued to stain 
well with the Ziehl-Neelsen method and showed no 
decrease in numbers. As the observations cover only 
8 months, final judgment of the results must be reserved; 
but as the cases were advanced, as all either improved or 
at least remained stationary, as improvement was greater 
the longer the treatment lasted, and as diasone can be 
taken by mouth, the authors formed a favourable opinion 
of the value of the treatment. J. F. Corson 


672. Diasone in the Treatment of Leprosy 
E. Muir. Leprosy Review [Leprosy Rev.] 17, 87-95, 
Oct., 1946. 2 refs. 


In 1944-45 the author tested the action of “‘ diasone ”’ 
in 83 cases of leprosy in Trinidad, B.W. Indies, and 
reported (Int. J. Leprosy, 1944, 12, 1) that it had definite 
value in the treatment of this disease, especially in clearing 
up febrile and inflammatory conditions in the lepra 
reaction. He did not discover whether the effect was due 
merely to destruction of associated pyogenic organisms, 
or whether the leprosy bacilli were killed or their multi- 
plication prevented. 

In the present paper he describes the treatment of 
12 cases of leprosy in Britain, diasone being given in 
capsules by mouth. One capsule (0°33 g.) was given 
on alternate days three times a week, increased, unless 
contraindicated, by 1 capsule on each of these three days 
every week until, in the sixth week, a dose of 6 capsules 
three times a week was being given. After this, unless 
contraindicated, a similar dosage, beginning with 1 
capsule and increasing to 6, was given in addition on the 
other alternate three days of the week, the final dosage 
then being 6 capsules (about 2 g.) a day for six days a 
week. This dose was continued, but after every three 
weeks of treatment there was a week’s rest. If the lepra 
reaction or anaemia developed diasone was discontinued 
temporarily or the dose decreased. The drug often 
benefited a lepra reaction which existed at the beginning 
of treatment and promoted healing of ulcers and inflam- 
matory eye and nose complications, but after treatment 
had begun a dose might provoke a reaction. Anaemia 
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is seen in many lepromatous cases, especially in the 
tropics, and the blood should be examined before treat- 
ment is started; if the haemoglobin is below 75% a 
preliminary course of iron should be given and continued 
later along with diasone. The blood should be examined 
weekly or fortnightly for a time, and the dosage of 
diasone regulated accordingly. In these cases no cardiac 
or renal complications were observed. 

The body gradually acquires tolerance to diasone, 
and it is usually possible to continue indefinitely the dose 
of 12 g. a week as described, and with less supervision 
than at first. When the dose is increased above 1 g. the 
concentration of the drug in the blood does not rise in 
proportion, while after 6 to 8 weeks the blood level falls 
considerably. Improved health may also contribute 
to the development of tolerance. Experimental work by 
Smith, Emmart, and Stohlman (Amer. Rev. Tuberc., 
1943, 48, 32) suggested that the fall in blood level was due 
to a lowered threshold of renal excretion; it is therefore 
probably important to ascertain how long the drug should 
be discontinued in order to restore the original threshold. 

Septic conditions were practically absent in the 12 cases 
treated, and it appeared that diasone cleared up to some 
extent uncomplicated lepromatous lesions in most of the 
cases; no other remedy, in the author’s experience, has 
given such uniformly good results in lepromatous cases. 
It is still too early to estimate the full and final results. 
In practice, a drug used to treat leprosy should be of such 
low toxicity that it can be safely given without skilled 
supervision and tests; it should act when taken by 
mouth; it should produce steady improvement until the 
disease disappears and should prevent relapse; and it 
should be easy to manufacture in sufficient quantity and 
cheaply. Diasone seems to meet most of these require- 
ments. 

““Diasone”’ is the disodium formaldehyde sulph- 
oxylate derivative of diaminodiphenyl sulphone: 


NaSO,.CHg.HN' Oz NH.CH,.SO,Na. 


J. F. Corson 


673. Promin Therapy 


L. H. WHaRTON. Leprosy Review [Leprosy Rev.] 17, 
96-98, Oct., 1946. 


Seven adult lepers in British Guiana, 3 men and 4 
women, all aged between 20 and 30 years, were treated 
with “‘promin” for 1 year; the cases were well advanced 
lepromatous ones (Ls type) and were rapidly getting 
worse in spite of chaulmoogra treatment for many years. 
All the lepers had serious complications—ulcers of the 
nasal septum, face, hands, and legs, and oedema of the 
face and legs; 2 were practically blind, 1 with keratitis, the 
other with iridocyclitis. Promin was given in 2-g. doses 
intravenously daily except every seventh day; the daily 
dose was gradually increased by 1 g. every week until 
a maximum daily dose of 5 g. was reached, and this was 
continued throughout the year. There was a week’s 
rest after each 6 weeks of treatment. _ 

All the patients showed steady improvement. After 
1 month their general health was much better and the 
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ulcers were clean; after 3 months the oedema had 
subsided and the ulcers were healing rapidly, while the 
eye lesions remained unchanged; after 6 months the 
ulcers were healed, nodules were flatter and no new ones 
had appeared, while the eye conditions remained as 
before. During the second 6 months improvement 
continued, no relapses occurred, and there were no toxic 
effects. The leprosy bacilli in the skin became fewer, 
but little change was found in nasal smears. Biopsies 
showed that lepromatous tissue was replaced by fibrous 
tissue; there were very few leprous cells, with few bacilli, 
and there was less mononuclear cell infiltration. 

The authors think that promin destroys lepromatous 
tissue; it may be given safely over long periods and is a 
most useful drug in the treatment of the disease. 

Promin is 4,4’-diaminodiphenylsulphone-N,N’- 
dextrose sodium sulphonate having the formula 


SO,Na SO,Na 
J. F. Corson 


674. Present Status of Promin Treatment in Leprosy 

G. H. Facet, R. C. PoGGe, F. A. JOHANSEN, G. L. FITE, 
B. M. PREJEAN, and F. Gemar. International Journal of 
Leprosy [Int. J. Leprosy] 14, 30-36, Dec., 1946. 1 fig., 
9 refs. 


This is a further report [the third] on patients who have 
been treated with “ promin”’ at the U.S.A. National 
Leprosarium for various periods up to nearly 5 years; 
most of the 137 patients reported on have been treated 
for about three years, and very few for more than four 
years. The first report (Faget et al., Publ. Hith Rep. 
Wash., 1943, 58, 1729) was made after two years, the 
second (ibid., 1945, 60, 1165) after four years. In the 
latter it was stated that promin had a chemotherapeutic 
action on the leprosy bacillus and was the best drug in 
use at the Leprosarium. Of the 137 patients, 103 are 
lepromatous, 33 are of mixed type, and 4 are of neural 
type. 

Promin was given intravenously in daily doses of 2 to 
5 g. for 6 days a week; during the last two years there has 
been a week’s interval without injections between each 
two weeks of treatment, about 207 injections being given 
in a year. Treatment was not begun if the number of 
erythrocytes was below 3,500,000 per c.mm. and was 
stopped if it fell below 3,000,000, but this fall has only 
occurred four times within the last two years. If the 
erythrocyte count was below 4,000,000, iron or liver was 
given; this was necessary in over 80% of cases before the 
introduction of the week’s rest, but since then less than 
20 % have needed it. 

No harmful action on the kidneys was observed; a 
mild eczematoid skin reaction occurred in most cases, 
but desensitization was effected either by the injection 
of very small doses with gradual increase, or by the 
injection of calcium gluconate with the promin. The 
good effect on lesions of the mucosa is shown by the fact 
that five years ago about 3,000 treatments a year were 


given at the Dental Clinic, while in the last year only 12 
were required. Recurrence is rare in ulcers which have 
healed under promin treatment, whereas those which 
have healed with sulphadiazine, sulphathiazole, tyro. 
thricin, or penicillin usually recur soon after treatment is 
stopped. The annual reduction in cost of dressings 
covered the cost of the promin. Attacks of iridocyclitis 
have become much fewer since the introduction of pro. 
min treatment; the drug has little effect on the acute 
inflammation but helps to prevent further attacks, while 
penicillin is effective on the inflammation but has no 
prophylactic value. Leprous laryngitis is also improved 
by promin; no tracheotomy has been required at the 
Leprosarium for over three years. The clinical improve. 
ment was confirmed by bacteriological examination; the 
skin is bacteriologically negative in 38-6% of the 137 
patients and in the others acid-fast bacilli are difficult to 
find. Promin appears to eliminate infection of the blood 
vessels and blood stream, thus preventing the formation 
of more lesions. The results indicate that promin leads 
to arrest of the disease so that some patients can be dis- 
charged on parole as no longer a danger to the public 
health. [See Abstract 673.] J. F. Corson 


675. Influence of Tyrothricin in the Sterilization and 
Cicatrization of Leprous Ulcers. Report of Treatment in 
Fifteen Patients 

A. M. Mom and M. BERNAL. International Journal of 
Leprosy [Int. J. Leprosy] 14, 7-18, Dec., 1946. 8 figs., 
5 refs. 


Leprous ulcers are often very painful, are the seat of 
secondary infection with pyogenic organisms, and are 
the site of repeated attacks of erysipelas; no form of 
local treatment tried during the last 50 years has had 
much success. The three chief methods now used are: 
(1) Muir’s method of successive applications of gentian 
violet, tannic acid, and silver nitrate; (2) infiltration of 
chaulmoogra-oil derivatives around and beneath the ulcers; 
and (3) the application of sulphathiazole. The authors 
preferred to use a 5% ointment of sulphathiazole until, 
in the later months of 1945, they tried tyrothricin in 
15 cases of advanced lepromatous leprosy. The results 
of this trial are reported in this paper. 

Tyrothricin is a mixture of the antibiotics grasnicidl 
and tyrocidin and is obtained from a _ spore-bearing 
bacillus, B. brevis, isolated from the soil. The authors 
used a fresh colloidal suspension prepared daily by 
mixing 1 ml. of a 2% alcoholic solution of tyrothricin 
with 60 ml. of sterile distilled water; this contained 
33 mg. in 100 ml., but in some cases suspensions contain- 
ing 50 and 66 mg. in 100 ml. were tried and found to be 
non-irritant. The suspension was sprayed over the 
ulcer (previously cleansed with saline solution) daily 
during the first week and then every second day for from 
32 to 138 days in different cases; a large De Vilbiss 
atomizer was used. Excessive growth of granulation 
tissue was lightly cauterized with 20% silver nitrate on 
intervening days. 

Pain was relieved very quickly, ceasing in some cases 
after the first application; attacks of erysipelas ceased, 
and the ulcers healed completely and more rapidly than 
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with any other local treatment. No direct bactericidal 
or bacteriostatic action on the leprosy bacillus was 
proved, though bacteriological sterilization (including 
Mycobacterium leprae) was obtained in from 10 to 35 days. 
Complete healing took place in from 19 to 75 days 
after from 13 to 33 applications. Comparative tests of 
various methods, made on similar ulcers in one patient, 
demonstrated the superiority of tyrothricin. In some in 
vitro tests of the action of tyrothricin on Myco. leprae 
no changes in morphology or staining by the Ziehl- 
Neelsen method were observed. The authors consider 
this treatment to be the best in their experience. 
J. F. Corson 


676. Some Observations on the Role of Allergy in 
Leprosy (2). Part If.—Allergy and the Macular Series 
T. F. Davey. Leprosy Review [Leprosy Rev.] 17, 75-87, 
Oct., 1946. 10 refs. 


In Nigeria macules are the commonest feature of 
leprosy; if they express the resistant reaction of the tissues 
to the leprosy bacilli, it would be better to classify them 
according to the effectiveness of the resistance associated 
with them than by their appearance. From observations 
of many cases over a long period it is possible to arrange 
the various macules in descending order of effectiveness, 
and it is found that they form a continuous series from 
the tuberculoid and pale, flat macules to the least effective 
lepromatous macule. The former may be single or 
multiple; they have well-defined edges, their leprosy 
bacilli are quickly destroyed, and they show spontaneous 
resolution which appears usually as a zone of healing in 
the centre of the macule; there are loss of sensation 
owing to nerve involvement and, in dark skins, hypopig- 
mentation. The lepromin test is positive. Lepromatous 
macules are usually very numerous, have ill-defined 
edges, spread rapidly and coalesce, have numerous 
persistent bacilli, and show no sign of spontaneous 
resolution; there is little or no loss of sensation, but 
hypopigmentation and erythema are present. The lepro- 
min test is usually negative. Between these extreme 
forms there are many intermediate ones; there is a 
progressive loss of definition and of resolution together 
with an increase of persistent bacillary content. Tubercu- 
loid leprosy has admittedly an allergic basis, the clinical 
appearance depending on the interaction of antigen and 
local antibody, and the resulting allergic cellular reaction; 
probably all macules are the result of such interaction. 

The author applied the lepromin test to some hundreds 
of leprosy patients, among whom were all varieties of 
macular leprosy. The cases were arranged in 6 groups 
based on definition of edges, degree of resolution, and 
bacterial content of the macules. Three kinds of 
lepromin were first tested on 14 selected patients and 
found to be equally active, so one kind—the crude 
lepromin prepared locally by the method of Rogers and 
Muir (Leprosy, 2nd ed., 1940)—was used for most 
patients. A dose of 0-1 ml. was injected intradermally 
both into the skin of the macule near the active edge and 
into apparently normal skin in each patient; the reaction 
was most marked after 24 to 32 hours. As a control 
of the lepromin, an extract of skin of a non-leprous 


person was used in the first 70 patients. The results are 
shown in tables. Hypersensitivity to lepromin could be 
present in macules of every type, including lepromatous 
macules, and the reaction in the macule often differed 
greatly from that in the apparently normal skin in the 
same individual. In the normal skin there was a pro- 
gressive decline in positivity towards the lepromatous 
group, but this was much less evident in the macules; 
raised macules showed 77 to 90% of positive reactions 
throughout the series. Hypersensitivity to lepromin is, 
therefore, not a sure prognostic guide; lepromatous 
macules which would advance to diffuse leproma gave a 
positive reaction. The effectiveness of the allergic 
response depends more on its timing and persistence than 


on its intensity; some raised lesions with ill-defined edges . 


and numerous persistent bacilli may give a strong positive 
reaction. Further work of this nature is in progress. 
J. F. Corson 


DIPHTHERIA 


677. Tropical Ulcers and Cutaneous Diphtheria 

A. A. LigBow, P. D. MACLEAN, J. H. BUMSTEAD, and 
L.G. Wet. Archives of Internal Medicine (Arch. intern. 
Med.) 78, 255-295, Sept., 1946. 18 figs., 30 refs. 


Reports of a high percentage of cutaneous forms of 
diphtheria in the tropics are noted from the literature, 
and data are given of a series of 174 Service patients 
from the Pacific war zone who developed diphtheritic 
tropical ulcers. Intensive bacteriological studies of 
tropical ulcers revealed the frequency of Corynebacterium 
diphtheriae, and standard clinical records were thereafter 
taken which included full histories regarding diphtheria. 
Culture material was taken direct from the base of clean 
ulcers, but saline packs were first used on those with much 
crusting. L6ffler’s serum slants and tryptose agar (with- 
out dextrose) containing 5°% human blood were used. 
After 8 to 12 hours on Léffler’s medium slender pleo- 
morphic forms could be seen and usually differentiated 
from the shorter, thicker diphtheroids. Patients were 
isolated if a L6ffler smear was positive. The blood agar 
plates must have a pH of 7:6 before sterilization, and 
must be cooled to below 45° C. before the blood is added. 
Inoculation must assure well-isolated colonies. All 
strains isolated from the plates were tested for toxigeni- 
city on guinea-pigs and rabbits by the intracutaneous 
method of Fraser and Weld. Non-toxic organisms 
were re-tested. In the list given of the flora of tropical 
ulcers Staphylococcus aureus was most frequent, followed 
by f-haemolytic streptococci and C. diphtheriae; 6 to 
30%, in different samples, contained C. diphtheriae. 
Recently acquired ulcers produced a higher percentage 
of toxigenic strains. The lesions were usually multiple 
(75%), situated on the extremities (99%), and, in 55%, 
preceded by trauma or insect bite. They were round, 
serpiginous, and “‘ punched” out; their base lacked 
granulation and was covered by a grey-green crust. 
Lymphangitis and adenitis were practically absent. 
There were 42% positive Schick reactions in the ulcer 
series compared with 20% in normal subjects. Twelve 
cases of probable auto-infection of the fauces from the 
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skin were observed. Three patients, negative for faucial 
diphtheria, developed paraesthesiae and weakness of the 
limbs, but no cranial nerve lesions, 3 to 7 months after 
the onset of the ulcer. These were contrasted with 4 
patients who developed neuritis 6 weeks after faucial 
diphtheria. 

Treatment of proven diphtheritic ulcers was carried 
out in hospital, the first essentials being rest and moist 
dressings. Results of serum therapy were disappointing. 
Antitoxin was given to all positive Schick reactors to 
prevent auto-infection. Comparative tests of saline 
and penicillin in saline (250 units per ml.) on the same 
patients showed the effectiveness of local penicillin. 
C. diphtheriae disappeared in 48 hours with this treat- 
ment, which was adopted as the standard. Plaster 
casts were applied when immobilization was difficult. 
Spread from skin to fauces having been observed, it was 
suggested that troops returning from areas where desert 
or veldt sore and tropical ulcer were prevalent were 
largely responsible for sudden increases in the diphtheria 
rate in their home countries. Tropical native popula- 
tions being known to possess high immunity early in 
life, 53 children from the New Hebrides and 88 from the 
Marianas were subjected to the Schick test. All except 
2 of the children over 3 years of age gave negative 
reactions. Large numbers of ulcers in these children 
were found to contain C. diphtheriae, the majority being 
non-toxigenic. It is suggested that the large reservoir 
of C. diphtheriae_in desert and tropical regions existed 
in the skins of the inhabitants, which are moist and 
unwashed, and the early immunization of the children 
in these areas is believed due to the prevalent skin 
infections. J. Newsome 


678. Diphtheria in Upstate New York 1908-1946 

H. S. INGRAHAM and R. F. Korns. New York State 
Journal of Medicine [N.Y. St. J. Med.| 46, 2414-2420, 
Nov. 1, 1946. 22 refs. 


It it estimated in reports by U.N.R.R.A. that there 
were 2,000,000 cases of diphtheria with 100,000 deaths 
in Europe (excluding Russia) in 1943-44, and recent 
figures of rising incidence in U.S.A. indicate a pandemic 
of diphtheria not experienced since 1880-90. The 
British Isles and Hungary alone have been spared. Most 
of the recent cases in America occurred in certain eastern 
and east north-central States, and the authors, who are 
officers of the New York State Department of Health, 
have studied cases seen in upstate New York. A table 
shows that between 1908 and 1918 the incidence in upstate 
New York varied little, but in the following 3 years 
the number of cases approximately doubled. There 
was a slow decline until 1928, in which year “ the effects 
of the state-wide immunization campaign began to 
appear”. From 1928 there was a rapid, almost un- 
broken, decline (deaths in 1920 numbered 860, in 1928 
221, and in 1944, 3). Striking features were the absence 
of appreciable change in the fatality rate after 1911 and 
the higher incidence and lower mean age of attack 
in the larger, more densely-populated areas, in the earlier 
years under review. In New York State the age of 
maximum incidence was 6 years, with most deaths at 


3 or 4 years of age, and, unlike the experience of other 
areas there has been little shift in age distribution. The 
sex distribution has remained constant for the last 
25 years. Examination of a series of 44 recent deaths 
revealed that in 19 no diphtheria antitoxin had been 
administered and that in most of the others it had been 
given late. As to prophylactic use of diphtheria antj- 


toxin in household contacts, it is suggested that if such - 


action is decided upon there should also be given the 
first of the two monthly doses of alum precipitated toxoid, 
The authors are satisfied of the correlation between the 
application of active immunization in upstate New 
York and the accentuated decline in morbidity and 
mortality, and accept the view that the goal must be 
immunization with A.P.T. of 70% of children under 
5 years of age, followed by a reinforcing dose when the 
children enter school. 

[The authors’ statement that the British Isles had 
escaped the assumed pandemic is corroborated by the 
recently published Annual Civilian Notification Rates of 
Diphtheria in England and Wales per 100,000 living, 
January to June, 1944, 1945, 1946, corrected for revision 
of diagnosis, which were 64, 44, and 33 respectively.] 


F. T. H. Wood 
TYPHOID 
679. Treatment of Typhoid Fever with Type Specific 
Bacteriophage. Preliminary Report 


E. G. KNour, W. E. WARD, P. A. REICHLE, A. G. Bower, 
and P. M. HAMILTON. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 134-138, Sept. 21, 
1946. 6 figs., 4 refs. 


For the past 10 years the authors have been using 
bacteriophage in the treatment of typhoid fever. During 
the first few years an unselected stock bacteriophage was 
utilized and there was clinical improvement in some cases. 
In recent years they have treated patients with a type- 
specific bacteriophage prepared in each case from 
organisms obtained from culture of the patient’s own 
blood. One ml. of the prepared bacteriophage was given 
in 500 ml. of dextrose solution by slow intravenous drip 
over 4 to 7 hours. The immediate reaction was a rapid 
rise in temperature, to a peak of 105° to 107° F. (40-6° to 
41-7° C.). This returned to normal in 9 to 24 hours, 
and usually remained so. Clinical shock was not 
encountered, but patients had to be closely watched 
during treatment and transfusions. In all 56 patients 
have been treated with type-specific bacteriophage, of 
whom 3 have died. About 10% of patients had a 
clinical and bacteriological relapse. Cultures of blood 
from all the others ‘“ became immediately and _per- 
manently negative’; these patients improved clinically 
at once, and in most cases there was no further fever 
after the pyrexial reaction of the phage injection had 
ceased. The mental state and appetite of these patients 
rapidly became normal. 

The authors have been so successful with this treatment 
in cases in which the typhoid organisms can be typed that 
it has been adopted as the routine at the Los Angeles 
County General Hospital. C. L. Cope 
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- CHOLERA 


680. Sulfonamide Drugs in the Treatment of Cholera 

L. W. Cuu, C. H. HuanGa, C. T. CHANG, and H. C. Kao, 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.] 26, 825-830, Nov., 1946. 11 refs. 


This work was carried out during a cholera epidemic 
in Chungking in the summer of 1945. The patients were 
adults, seen within 72 hours of the onset of symptoms, in 
whom the diagnosis was confirmed bacteriologically. A 
total of 79 patients was treated in three groups. The 
first group received saline and symptomatic treatment 
only. The second was given sulphaguanidine in addi- 
tion; an initial dose of 5 g., and 2°5 g. thereafter every 4 
hours until the stools were reduced to two or less per 
24 hours. The third group received sulphadiazine 
instead of sulphaguanidine; 50 ml. of a 5% solution of 
sodium sulphadiazine [2-5 g.] intravenously, followed by 
sulphadiazine 1 g. 4-hourly by mouth until the diarrhoea 
subsided. 

Dehydration was marked in all cases, and was treated 
with normal saline ; solutions of sodium bicarbonate, 
2%, and glucose, 10 to 20%, were used when necessary. 
The amount of fluid infused and the frequency of admini- 
stration depended on the specific gravity of the blood. 
Patients were also encouraged to drink a 1% solution of 
sodium carbonate, of which 2 to 5 litres could be taken 
in 24 hours. Of the 79 patients, only 2 died, 1 each in 
the control and sulphaguanidine groups. The intervals 
from the start of treatment to subsidence of diarrhoea, 


and also the amounts of fluid infused after the first day ‘ 


of treatment, were analysed statistically. The means of 
the time intervals and of the amounts were found to be 
significantly higher in the control group than in either of 
the treated groups, which did not differ significantly 
from each other. Sulphonamide concentrations were 
determined for blood and stools. In the blood, sulpha- 
guanidine varied from 0-8 to 4:2 mg., and sulphadiazine 
from 4 to 10 mg. per 100 ml. In the stools the concentra- 
tions, which were 25 to 40 mg. and 3 to 6 mg. respectively, 
reached the bacteriostatic but not the bactericidal level. 
J.C. Broom 


. 681. Effect of Sulfadiazine on Cholera 


L. W. Cuu and C. H. HuANG. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 26, 821-823, 
Nov., 1946. 8 refs. 


The authors report the results of treating 10 cases of 
cholera with sulphadiazine in addition to saline infusions 
while 10 other cases received saline only. The series 
consisted of adult patients who were seen within 48 hours 
of the onset of the disease, and the diagnosis in all cases 
was confirmed by stool culture. The work was carried 
out in Foochow in: 1944. 

. Vomiting interfered with oral administration, so a 
single dose of 3 g. of sodium sulphadiazine in 5% solution 
was given intravenously, together with normal saline and 
2% sodium bicarbonate solution. When vomiting 
became less frequent 6 g. of sulphadiazine was given by 
mouth daily until diarrhoea subsided. A 0-5 to 1% 


solution of sodium bicarbonate was also given by mouth 
in doses of 50 to 100 ml. half-hourly, and it was found 
that 3 to 5 litres could be taken during the day even in the 
stage of collapse. There were no deaths in the treated 
group, and one only, which was due to lobar pneumonia, 
in the control group. The duration of diarrhoea in the 
controls averaged 7-1 days and in the treated cases 4-6 
days. 

[The number of cases and the differences between the 
two groups are too small to allow any conclusions to be 
drawn as to the value of the drug.] J. C. Broom 


DYSENTERY 


682. Experimental Human Bacillary Dysentery. Poly- 
valent Dysentery Vaccine in its Prevention 

H. J. SHAUGHNESSY, R. C. OLSSON, K. Bass, F. FRIEWER, 
and S. O. Levinson. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 362-368, Oct. 19, 
1946. 4 refs. 


In a controlled experiment 122 volunteers were infected 
with bacillary dysentery (Flexner W). The experiment 
can be divided into two stages. 

1. Attempts were made to discover the dose of 
organisms required to induce dysentery in 50% of those 
infected. The results in 39 volunteers showed con- 
siderable variation. The virulence of the organisms for 
mice did not parallel their ability to infect man. Further, 
single strain cultures were less certain than mixed cultures 
of the same organism from different sources. Organisms 
seemed to lose virulence with the passage of time. Even 
with doses of between 10,000 and 15,000 millions the 
clinical variations in the disease induced were considerable. 
It was, however, noteworthy that the incubation period 
was usually short—from 12 to 24 hours. From many of 
those who were almost symptom-free positive rectal 
swabs could be obtained over periods up to 7 days. 

2. The remaining 83 volunteers were divided into three 
groups of 25, 28, and 30 each. To the first a heat-killed 
vaccine was given: 2-5 ml. was injected intramuscularly in 
three doses at fortnightly intervals. To the second 
‘ irradiated ’’ vaccine in similar dosage was administered. 
Both vaccines contained 4,800 million organisms per ml. 
The third group constituted untreated controls. In- 
fection was attempted a fortnight after the last dose of 
vaccine; 72% of the first group, 82% of the second, and 
63 % of the third developed dysentery of varying severity. 
Thus both methods of vaccination failed under the 
conditions of the trial. 

[The administration of fairly massive doses failed to 
produce a striking clinical illness and yet excretion of the 
bacilli was sometimes fairly persistent. Of equal interest 
is the statement that in early treatment of the cases with 
9 to 12 g. of sulphadiazine daily the carrier state was 
rapidly suppressed.] T. Anderson 


682a. Dysentery. A Report for the Years 1942-1946 
A. J. Weir. Journal of Immunology [J. Immunol.) 55, 
363-405, April, 1947. 1 fig., Bibliography. 
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PLAGUE 


683. An Evaluation of Three Plague Vaccines against 
Infection in Guinea Pigs Induced by Natural and Artificial 
Methods 

N. E. Wayson, M. C. MCMAHon, and F. M. PRINCE. 
Public Health Reports [Publ. Hith Rep., Wash.) 61, 
1511-1518, Oct. 18, 1946. 


Vaccines were made from two strains of Pasteurella 
pestis—strain B 3035 isolated from a North American 
ground squirrel, and the Indian rat strain No. 337. The 
former strain was passed through a guinea-pig and 
cultures were grown from its heart blood on 5% blood 
tryptose beef-heart agar at 39°C. for 40 hours; a 
suspension of this growth was killed by 5% phenol in 
normal saline and was then precipitated either with 95% 
ethyl alcohol (the alcohol-precipitated vaccine) or with 
95% alcohol followed by a mixture of 10% sodium 
bicarbonate solution and 4% potassium alum solution 
(the alcohol- and alum-precipitated vaccine). The 
Indian rat strain was grown in hormone or hormone- 
sulphate broth at 27° to 30° C. for 48 to 72 hours, and 
the suspension was killed with formalin, which was 
afterwards removed. Details of these methods are given. 
The challenge strain was W 496, isolated from an 
American ground squirrel; it was grown in blood broth 
at 30° C. for 24 hours. 

Groups of 8 and 10 guinea-pigs were vaccinated 
subcutaneously, and three weeks later were exposed to 
infection either by bites of rat fleas (Xenopsylla cheopis) 
infected with the challenge strain and proved to be 
infective, or by inoculation with the challenge strain. 
Other groups of guinea-pigs received typhoid vaccine, 
and there were untreated control groups The technique 
and effects are described in detail. The tests were 
completed by pathological and bacteriological examina- 
tions. The results, shown in tables, indicated that much 
protection was conferred by vaccination; the phenolized 
and alcohol-precipitated vaccine of the North American 
ground-squirrel strain was.superior to the formolized 
vaccine of the Indian rat strain. The addition of alum 
did not increase the protective value. An interval of 
25 days or more between vaccination and challenge 
would probably give better protection than 21 days. A 
large dose of bacteria is necessary, and the degree of 
protection bears some relation, though not a proportion- 
ate one, to the size of the dose. It is suggested that 
similar vaccines may be efficacious in man. 

J. F. Corson 


684. Treatment of Bubonic Plague with Sulfadiazine 

C. H. HUANG and L. W. Cuu. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 26, 831-839, 
Nov., 1946. 1 fig., 19 refs. 


The results recorded in this paper were obtained during 
the latter part of an epidemic in Foochow in 1944. 
During the 6 weeks before sulphonamides were available 
109 patients with plague had been admitted to the hospital 
and 56 had died. In the 7 weeks covered by this report 
25 patients suffering from bubonic plague were treated 
with sulphonamides and only 5 died. The diagnosis 


was made by blood culture, and by culture and examina- 
tion of smears of bubo material. Blood cultures were 
positive in 90% of cases, bubo cultures in 80%, and bubo 
smears in 75%. Commenting on the high proportion of 
positive blood cultures, the authors note that bacteriaemia 
does not necessarily indicate an unfavourable Prognosis 
unless it is severe and persistent. 

The initial dose for adults of sulphadiazine or sulpha- 
thiazole was 4 g., and thereafter 1 g. was given every 4 
hours until the temperature had remained normal for 
two or more days. To certain very severe cases anti- 
plague serum was administered in addition in doses of 
from 40 to 140 ml. In all, 16 patients were treated with 
sulphadiazine alone, 3 with sulphadiazine and serum, 4 
with sulphathiazole and serum at first but later with 
sulphadiazine, and 2 with sulphathiazole alone. When 
treatment was started on the first or second day of illness, 
a rapid response was obtained. The temperature came 
down to normal in 12 to 24 houfs and the bubo became 
smaller, softer, and less tender. In the fatal cases (5) 
treatment had been delayed until the third day or later, 
Repeated cultures from blood and bubo during treat- 
ment showed that the blood became negative when the 
temperature returned to normal, whereas positive cultures 
were obtained from the bubo for varying periods there- 
after. The authors suggest that this observation may 
account for the relapses which occurred in 4 cases, with 
1 death, on the withdrawal or reduction of the drug 
shortly after the temperature fell. Three patients 
failed to respond to sulphathiazole but improved rapidly 
when sulphadiazine was substituted. J. C. Broom 


OTHER BACTERIAL INFECTIONS 


685. Streptomycin Treatment in Tularemia 

C. Howe, L. L. Cortett, H. L. BookwatTer, and 
H. V. Extincson. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 195-200, Sept. 28, 
1946. 9 figs., 6 refs. 


Seven cases of laboratory-acquired infection with a 
virulent strain of Pasturella tularensis in patients who had 
previously received the Foshay vaccine are reported. It 
was thought that the vaccine had reduced the severity of 
the disease. Streptomycin was dissolved in 2% procaine 
and given subcutaneously or intramuscularly in doses of 
30,000 to 100,000 units in 1 to 3 ml. at 3-hourly intervals 
for 7 to 9 days. Blood levels known to be bactericidal 
for Past. tularensis were maintained with ample margin 
in all patients. The blood levels of non-protein-nitrogen, 
total protein, total lipids and cholesterol, the icterus 
index, van den Bergh reaction, and blood sugar, also 
total red and white cell counts and haemoglobin levels, 
showed no change before and after treatment. The fall 
in serum agglutinin titre in the early stages of infection 
was noted as a useful diagnostic aid in previously 
inoculated patients. 

In 2 cases in which treatment was begun soon after the 
onset of the acute illness the sudden improvement 
(temperature normal within 48 hours) and the shortened 
convalescence were thought to be clearly attributable to 
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the streptomycin. Ina third case, where treatment had 
started after the temperature had begun to subside, and 
ina mild case of the ulceroglandular type, which was also 
subsiding, improvement could not be certainly attributed 
to streptomycin. In 3 patients, treated late in convale- 
scence, there was no apparent response. There was 
evidence of sensitivity to streptomycin in 2 cases. 
J. B. Mitchell 


686. An Histologic Study of the Effects of Experimental 
Botulinus Poisoning on the Livers of Guinea Pigs 
D. E. SHAy. Journal of Clinical Investigation [J. clin. 
Invest.) 25, 687-693, Sept., 1946. 8 figs., 13 refs. 


The author was unable to find any records in the 
literature of the experimental effects of botulinus toxin 
on tissues other than those of the nervous system. In 
the course of his own work on guinea-pigs, however, he 
found that marked changes occurred in the liver, spleen, 
kidney, and intestinal tract. The present paper reports 
the effect of the toxin on the liver. 

Injections were made with a thermolabile extracellular 
toxin-strain of Clostridium botulinum toxin obtained by 
growing the organism in veal-infusion broth and sub- 
culturing three times in the same medium at daily 
intervals. Growth was then allowed in about a litre of 
the same medium for 14 days, enough 20% dextrose 
solution to give a 2% concentration having been added 
just before inoculation. Incubation was at 35°C. 
Before filtration enough 5% phenol to give a 0:5% 
concentration was added, and after filtration the toxin 
was stored in the ice-box. Seven guinea-pigs were used 
to establish the minimal lethal dose of the toxin. This 
was found to be 0:0003 ml. Five of the animals were 
killed when moribund and various tissues were removed 
and placed in two separate fixatives—Bouin’s and 
Zenker’s. Paraffin sections were prepared and stained 
with either Heidenhain’s azan or Harris’s haematoxylin. 

Examination of the liver showed large areas of necrosis. 
The degeneration occurred primarily in the region of the 
central veins, the first change being vacuolation of the 
cells. In areas where the change had proceeded 
further the vacuoles were larger and there was nuclear 
pyknosis. The end-result was complete breakdown of 
parenchymal cells, sinusoids, and central vein, with 
polymorphonuclear leucocytic infiltration. The peripheral 
zones of the lobules showed little change and the bile 
ducts were unaffected. The author suggests that the 
cytoplasmic vacuoles may represent accumulations of 
toxin. R. B. Lucas 


687. Haemophilus influenzae Meningitis Treated 
with Streptomycin 

H. E. ALEXANDER, G. Letpy, G. RAKE, and R. DONOVICK. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 132, 434-440, Oct. 26, 1946. 5 figs., 15 refs. 


Haemophilus influenza, type B, is a frequent cause of 
Meningitis in children. In 1944 Alexander, an inter- 
national authority on the disease, reported a recovery 
rate of 80° in patients treated with a specific rabbit 
antiserum and with sulphadiazine. In the present 


paper she and her colleagues discuss the value of strepto- 
mycin as a therapeutic agent. From the treatment of 
25 cases they conclude that streptomycin alone can bring 
about complete recovery in mild or average cases. 
Where infection is severe, therapeutic failure will be 
reduced to a minimum if rabbit’s antiserum and sulpha- 
diazine are combined with streptomycin. 

Combined intrathecal and intramuscular therapy was 
used. The daily intramuscular dose, given by continu- 
ous drip or by 3-hourly injections, was 20,000 units per 
Ib. (0-45 kg.) body weight for 5 or 6 days, the limits being 
4 and 19 days. The daily intrathecal dose was 25,000 to 
50,000 units according to the severity of the infection; 
three to five injections were usual, although as many as 
eleven were given to a fatal case. Therapy was controlled 
by clinical progress, biochemical and bacteriological 
examination of cerebrospinal fluid, determination of 
sensitivity of the organisms isolated, and estimation of 
streptomycin in cerebrospinal fluid and plasma. Levin- 
thal’s agar was used as the medium for an in vitro test for 
sensitivity, and the results were found to agree with 
those of a mouse protection test and with the clinical 
response to therapy. The authors confirmed that resis- 
tance to streptomycin could be readily induced in a | 
sensitive organism by growth on media containing 
sublethal concentrations of the antibiotic. They support 
the view that in every large population of a sensitive 
strain there will be a number of organisms able to 
survive the action of the antibiotic and capable, by selec- 
tive growth, of giving rise to a resistant strain. Toxic 
reactions attributed to impurities in early samples of 
streptomycin were slight renal irritation, coma induced 
after the second intrathecal inoculation, and injury to the 
eighth cranial nerve with deafness. No influence on the 
haematopoietic system was detected. 

In cases responding clinically to therapy with strepto- 
mycin the cerebrospinal fluid became sterile in 24 to 
48 hours, and the return of its other constituents to 
normal was equally rapid. Of the 25 patients aged 2 
months to 5 years, 12 were mild or “ average ” cases, ill 
for less than 8 days and treated with streptomycin alone; 
they all recovered. Four patients with severe and chronic 
infections, ill for more than 2 weeks and whose spinal 
fluids contained less than 15 mg. per 100 ml. of sugar, 
failed to respond to streptomycin alone, and were 
subsequently treated with antiserum and sulphadiazine. 
On the other hand, four cases of failure with antiserum 
and sulphadiazine were treated with streptomycin with 
some benefit. A severe early case, a child of 2 years, at 
first responded to streptomycin alone, but relapsed on the 
fourth day and failed to respond to further streptomycin. 
The organism was found to be resistant, and serum and 
sulphadiazine were given instead of streptomycin. The 
patient recovered, but was left with a temporary hemi- 
paresis attributed to vascular injury in the motor area. 
Three patients with severe infections treated from the 
onset with streptomycin, antiserum, and sulphadiazine all 
recovered. Of the total of 25 patients, 19 recovered 
completely, 3 survived but with disability, and 3 died. 
The authors consider that much greater experience is 
needed before streptomycin alone can be generally recom- 
mended for influenzal meningitis. Maurice Mitman 
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688. Botulism; a Review of Two Cases. (Botulismus. 
En Oversigt og 2 Tilfzelde) 

H. Dyaove. Ugeskrift for Leger (Ugeskr. Lag.] 108, 
1285-1288, Nov. 14, 1946. 23 refs. 


Two cases of botulism are described, which were 
attributed to the eating of tinned sild. After the tin was 


_ opened the fish had been soaked in vinegar and placed in 


layers in a bowl and kept for use. Some of the fish was 
eaten after 11 and 12 days respectively, and had not 
caused any ill effects. On the thirteenth day after the fish 
had been originally prepared the father and daughter of a 
family each ate half a fish. Six hours later the father had 
abdominal pains, with rigors, diplopia, and transient 
loss of vision. After 15 hours he was admitted to hospi- 
tal. There was weakness of the limbs and difficulty in 
breathing. A diagnosis of botulism was made 31 hours 
after the fish had been eaten. The patient was placed in 
a respirator and given 100 ml. of antiserum intramuscu- 
larly. His condition became worse and he died after 42 
hours. Similar symptoms were seen in the daughter 4 
hours after she had eaten the fish. Antiserum was given 
(100 ml. intramuscularly and 50 ml. intravenously), and 
the stomach was aspirated, but the patient’s condition 
steadily deteriorated and she died after 50 hours. Botu- 
linus toxin was found in the blood samples taken from 
both patients, but neither toxin nor bacteria could be 
found in the remaining sild. 

The greater part of the paper is devoted to a review of 
the literature ; 3,000 cases of botulism have been reported, 
of which only 30 have been from Scandinavian countries. 

D. J. Bauer 


689. Humoral Changes, Dysphagia, and the Passive 
Moulding of the Hypopharynx in Botulism. (A propos 
du botulisme. Etude de quelques troubles humoraux et 
de la dysphagie. Le moulage passif de ’hypopharynx) 
P. MicHon, F. J. Lesure, and J. DELEsTRE. 
Bulletins et Mémoires de la Sociéte Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris] 62, 377-380, June 
21 and 28, 1946. 1 fig. 


This is a study of the changes in the blood, cerebro- 
spinal fluid, and urine, and of the mechanism of dys- 


phagia in botulism. The patients were a man of 30 and . 


his wife aged 29, who complained of nausea and intense 
greenish diarrhoea two days after eating raw ham. The 
diarrhoea was followed by constipation, marked dryness 
of the mouth, mydriasis and paralysis of accommodation, 
and great difficulty in swallowing. The woman, who was 
the more severely affected, also had dyspnoea, tachy- 
cardia, hypotension (80/50 mm. Hg), diminished tendon 
reflexes, feeble reaction of the pupils to light and on 
convergence, bilateral ptosis, paresis of the left superior 
rectus, and difficulty in moving the eyes in any direction. 
There was absolute dryness of the buccal mucosa and 
hypoaesthesia of the pharynx; fluids were regurgitated 
through the nose, and solid food had to be spat out 
because it would not pass the pharynx. 

The patients were treated with “‘ anatoxine ”’, “‘ serum 
B,” strychnine, and vitamin B,, and both recovered, 
though the woman developed an intercurrent suppurative 
parotitis. On examination a week after ingestion of the 


salted ham, there was a red cell count of 5,500,000 per 
c.mm. with slight hypochromia, a variable leucocyte count 
and a preponderance of polymorphonuclear leucocytes 
(80 to 85%). Blood urea was 33 to 44 mg. per 100 mi, 
The pH of the blood and the alkali reserve were: man, 
7:24, and 38 vols%; woman, 7:12, and 41%. In spite of 
the inanition the fasting blood sugars were slightly raised; 
glucose tolerance tests showed a delayed but sustained 
rise. There thus appears to be defective utilization of 
carbohydrate, but the authors could find no evidence 
that this was caused by interference with pancreatic 
function due to paralysis of the vagus nerve. Figures of 
650 to 730 mg. per 100 ml. were given for glucose in the 
cerebrospinal fluid. The urine contained ketone bodies 
on several occasions [presumably due to starvation], and 
the woman had a moderate glycosuria at the beginning 
of the illness. 

Deglutition was studied under the fluoroscope by 
means of a radio-opaque bolus, and by examination 
with the laryngeal mirror. Semi-fluid matter merely 
trickled into the glosso-epiglottic fossae and the dilated 
pyriform sinuses. A solid bolus was propelled by 
voluntary action into the hypopharynx, which became 
passively distended due to paralysis of the inferior con- 
strictor. The lower end of the pharyngeal funnel ended in 
an inert oesophageal opening without peristalsis. Once 
past the upper part of the oesophagus the bolus rapidly 
entered the stomach. In the woman, paralysis of the 
oesophagus was even more marked, and a bolus took over 
a minute to reach the cardia, through which it passed 
without difficulty. Thus, according to the extent of 
involvement of the glossopharyngeal and vagus nerves, 
paralysis may occur from the soft palate to the lower end 
of the oesophagus. The constrictors of the pharynx 
and especially the inferior constrictor are selectively 
attacked, and the authors consider this a pathognomonic 
sign of botulism. E. G. Sita-Lumsden 


690. Circulating Antitoxin at the Onset of Diphtheria 
in 425 Patients 

J. Ipsen. Journal of Immunology [J. Immunol.) 54, 
325-347, Dec., 1946. 6 figs., 14 refs. 


691. Acute Meningococcemia 

L. K. Sweet, H. F. Dow Linc, and M. J. Howe Lt. 
Journal of Pediatrics [J. Pediat.] 30, 438-445, April, 
1947. 1 fig., 20 refs. 


692. Studies on the Pathogenesis of Brucellosis 

M. Rutz-CasTANEDA. Proceedings of the Society for 
Experimental Biology and Medicine (Proc. Soc. exp. Biol., 
N.Y.] 64, 298-302, March, 1947. 5 figs., 4 refs. 


693. Congenital Tularemia 
T. N. Lie. Archives of Pathology [Arch. Path.) 4%, 
165-169, Feb., 1947. 4 figs., 8 refs. 


693a. Some New Facts about Diphtheria Prophylaxis 
G. BousrieLp. Public Health (Publ. Hlth, Lond.) 0, 
121-124, March, 1947. 5 figs., 2 refs. 
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694. Researches on Paludrine (M.4888) in Malaria. 
‘An Experimental Investigation undertaken by the L.H.Q. 
Medical Research Unit (A.1.F.), Cairns, Australia 

N. H. Farrvey. Transactions of the Royal: Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.] 40, 105-151, Oct., 1946. 18 figs., 13 refs. 


In these experiments more than 200 volunteers from 
the Australian Army were used to determine the prophy- 
lactic, therapeutic, and other properties of “ paludrine”’. 
General procedures and the standards adopted were those 
evolved during earlier work on mepacrine. For sporo- 
zoite-induced infections volunteers were exposed to many 
bites of Anopheles punctulatus punctulatus infected with 
the virulent New Guinea strains of Plasmodium falci- 
parum, P. vivax, and P. malariae. Microscopical 
examination of the blood was always done on | c.mm. 
spread in a thick film (roughly 1,000 fields of an oil- 
immersion lens). Absence of infection or cure was 
tested by the direct transfusion of at least 200 ml. of 
blood from the infected volunteers to clean volunteers. 

Paludrine has a complete causal prophylactic action 
against P. falciparum. This was indicated in initial 
experiments in which subinoculation of volunteers 
taking 100 mg. of drug as a single daily dose gave nega- 
tive results on the seventh day after infection (in similar 
experiments with mepacrine, “* sontochin” (S.N.6911), 
and chloroquin (“‘ resochin ’’, S.N.7618), subinoculation 
gave positive results). Single doses of between 10 and 
300 mg. given on one day only to groups of two volunteers 
before parasites could be demonstrated in the blood 
completely protected against infection with P. falciparum. 
One success and one failure were obtained with doses of 
10 mg. and 25 mg. given 48 hours after infection; com- 
plete success with both doses given 72 hours after infec- 
tion; one success and one failure with the 10-mg. dose; 
complete success with the 25-mg. dose given 96 hours after 
infection; and complete success with both doses given 
120 hours after infection. Complete success was 
obtained at all these times with single doses of either 
50 mg. or 100 mg., and with a single dose of 300 mg. 
even 144 hours after infection. The latter dose, given 
168 hours after infection when parasites are in the blood, 
delayed the onset of a clinical attack, but did not sterilize 
the infection. A single tablet of paludrine, of 50 or 
100 mg. strength, taken twice weekly at 3- and 4-day 
intervals, should give complete causal- prophylaxis 
against malignant tertian malaria. The action of 
paludrine is not against the sporozoites but against the 
Stage intervening between them and the parasites of the 
red cells. Similar experiments with P. vivax showed that 
paludrine also has at least a partial causal prophylactic 
action against this species. Volunteers taking a dose 
of 100 mg. daily were negative to subinoculation on the 
ninth day after infection [taking mepacrine, they would 
be positive at this time]; but even if the treatment were 
continued for 23 days after infection they eventually 
telapsed, showing that the pre-erythrocytic stages of the 
parasite (primary exoerythrocytic forms) had only been 
inhibited in their development. When the dose was 
increased to 300 mg., given daily for 23 days, 5 of 6 


volunteers remained free from malaria for 70 to 118 days 
after treatment had finished. 

It was found that a single dose of 100 mg. of paludrine 
produced clinical cure of either benign or malignant 
tertian malaria, the infection not recrudescing for 10 
days or more. The author considers this property 
outstanding, and it should “enable overt malaria in 
native villages, as well as epidemics occurring in native 
populations, to be rapidly controlled by a single-dosage 
regimen instituted at weekly intervals”. Many cases 
have been treated with a single dose of paludrine, and it 
appears that about 300 mg. is the optimum size of a single 
dose for entirely satisfactory clinical cures in a wide 
variety of cases, because the response is then quicker. 
For the radical cure of malignant tertian malaria the 
author advises 100 mg. given three times daily for 10 days. 
By its use 87 out of 88 sporozoite-induced infections were 
completely cured—results which “ in our experience are 


superior to those obtained with any other antimalarial — 


drug used for a similar period”. Against sporozoite- 
induced benign tertian malaria no short course of 
treatment used at Cairns could be guaranteed to produce 
a radical cure. As with other antimalarial drugs, 
blood-induced benign tertian malaria was easily cured, 
one case with a single dose of 100 mg. The largest 
quantity was given in a course consisting of 1 g. per day, 
divided into three doses of 400 mg., 300 mg., and 300 mg., 
respectively, for 14 days; so far 6 of 43 patients receiving 
this treatment have relapsed. In general the author 
recommends that clinical cure should be established with 
any convenient treatment, and an “ after-treatment ” 
should consist of 100 mg. of paludrine given twice 
weekly, at 4- and 3-day intervals, for about 6 months. 
Beyond the fact that paludrine has an action on P. 
malariae, little can be safely concluded about its effect 
on quartan malaria. 

The drug does not act on the gametocytes of either 
P. faciparum or P. vivax while they are in the blood. In 
the stomach of the mosquito, however, if the concentra- 
tion of paludrine in the ingested blood is sufficient, the 
development of oocysts is inhibited. Extremely small 
concentrations seem to be necessary, because oocysts 
failed to complete their development in mosquitoes fed 
on a carrier 10 days after he had completed a course 
consisting of 100 mg. three times a day. 

** The difference between the effective therapeutic dose 


and the toxic dose is very considerable and definitely . 


exceeds that possessed by any other antimalarial drug. 
In the usual dosage, such as 300 mg. daily for 10 or 21 
days, significant toxic symptoms were not observed ”’. 
Toxic symptoms have never been observed with a dosage 
of 100 mg. daily for 3 months or 100 mg. twice weekly 
for 6 months. A course of treatment consisting of 1 
g. per day caused vomiting; it also sometimes led to an 
excessive number of red blood cells in the urine together 
with some epithelial cells and casts. The latter symptoms 
were aggravated in one volunteer who received a single 
dose of 1 g. They appeared to be due to an irritant 
action of the drug, and at no time was evidence obtained 
of parenchymal damage. Large doses also caused a 
slight increase in the number of myelocytes. Palu- 
drine exerts a direct effect on the bone marrow, which is 
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more marked after an attack of overt malaria is treated. 
Other studies gave no evidence that paludrine produced 
a decrease in leucocytes or any increased tendency to 
agranulocytosis. 

There is an appendix to the paper giving some pre- 
liminary results for the treatment of benign tertian malaria 
when an after-treatment of 100 mg. is given twice weekly 
for 6 months. No relapses have yet been reported. 
There is a comparison of results between cases of benign 
tertian malaria treated with paludrine (100 mg. thrice 
daily) combined with pamaquin (10 mg. thrice daily) for 
10 days (232 cases), and others treated with quinine 
(600 mg. thrice daily) combined with pamaquin for 10days 
(223 cases). To date the relapse rate with these two 
treatments is respectively 13-4°% and 13-5%. There is a 
significantly longer period between treatment and relapse 
in those treated with paludrine and pamaquin than in 
those treated with quinine and pamaquin. 

A discussion of the paper is given. The author lists 
these advantages of paludrine: (1) the small effective 
dosage and the great difference between the therapeutic 
and the toxic dose; (2) absence of toxic features in the 
dosage used; (3) absence of discoloration of the skin; 
(4) complete causal prophylaxis for malignant tertian 
malaria and partial causal prophylaxis for benign 
tertian malaria with one tablet (100 mg.) twice weekly; 
(5) clinical cure during an overt attack of vivax or falci- 
parum malaria with a single dose of even 100 mg. One 
small bottle of 104 tablets (100 mg.) would afford a 
yéar’s supply for non-immune patients. 

[Only the major results of this important work can be 
mentioned in this abstract: it is important in its 
theoretical implications as well as its practical applica- 
tions. Those interested in malaria are strongly advised 
to consult the original.] D. G. Davey 


695. Activity of a New Antimalarial Agent, Penta- 
quine (SN 13,276). Statement Approved by the Board 
for Co-ordination of Malarial Studies 

R. F. Loes. Journal of the American Medical Associa- 
tion (J. Amer. med. Ass.] 132, 321-323, Oct. 12, 1946. 


Pentaquine (SN 13,276) is 6-methoxy-8-(5-isopro- 
pylaminoamylamino)-quinoline whose structural formula 
may be depicted as 


CH,0\. 


NH(CH 2s NH.CH(CHs), 


It is prepared by condensation of 6-methoxy-8-amino- 
quinoline with 5-isopropylaminoamylchloride. For 
laboratory and clinical tests the pentaquine has been used 
in the form of its diphosphate (75-5% base); this salt 
forms yellow needles, melting at 188° to 190° C., and 
is moderately soluble in water and slightly soluble in 
alcohol. It is rapidly and completely absorbed from the 
gastro-intestinal tracts of experimental animals, 80 to 


| 90% being absorbed in the dog or monkey within 2 hours. 


Ordinarily plasma concentrations are proportional to the 
dose, peak plasma levels being attained between 14 and 
2 hours after administration, with the levels declining 
steadily thereafter so that at the end of 6 or 8 hours the 
drug is barely detectable in the plasma. Urinary elimina- 
tion is comparatively insignificant, not more than 15% 
of the ingested amount being recoverable. The tissue 
concentrations of the drug are very low compared with 
those of such antimalarial drugs as mepacrine hydro- 
chloride and chloroquine. Brain and cord concentra- 
tions of pentaquine are about the same as that of the 
plasma, but the liver, kidney, spleen, lung, heart, and 
skeletal muscle contain two to six times this concentra- 
tion. Prolonged administration does not result in 
accumulation of the drug in the tissues. The observa- 
tions indicate that pentaquine is extensively degraded in 
the animal body. In man it is rapidly absorbed from the 
gastro-intestinal tract. Plasma levels are quickly 
attained, and decline to zero within 24 hours after admini- 
stration is stopped, but the levels can be sustained by 
administering the drug 4-hourly throughout the day and 
night. Individual variations of the plasma levels follow- 
ing the given dose are often great, but there is a tendency 
for the level to rise as the dosage is increased. Con- 
current administration of quinine and pentaquine tends 
to increase the plasma concentration of the latter drug 
to a slight extent. ; 

The toxicity of the drug is distinctly less than that of 
pamaquin. In the monkey, pentaquine, unlike pama- 
quin, does not produce leucopenia, neutropenia, or 
anaemia, nor does it produce methaemoglobinaemia, 
hyperbilirubinaemia, emaciation, extreme depression, or 
severe injury to the liver. Most of the toxic symptoms are 
referable to its effect on the heart and circulation, but 
these have not yet been studied extensively. In both 
monkey and rat concurrent administration of quinine 
increases the toxicity of pentaquine two to four times. 
In therapeutic doses in man the toxicity of pentaquine is 
qualitatively similar and quantitatively about a half to 
three-quarters that of pamaquin. Thus 60 mg. adminis- 
tered concurrently with 2 g. of quinine a day in divided 
doses for 14 days occasionally produces anorexia and 
abdominal discomfort or pain and slight methaemo- 
globinaemia. In higher doses the toxic effects are 
qualitatively similar to those of pamaquin, but 2 out of 
20 patients also suffered from acute syncope due to pos- 
tural hypotension which persisted for several months. 
Severe anaemia has been encountered only once, while 
leucopenia has not been seen but a moderate leuco- 
cytosis has been observed with high dosage. 

Against avian malarias pentaquine is more active than 
either quinine or pamaquin. In gallinaceum malaria 
in the chick it is 80 times as active as quinine and eight 
times as active as pamaquin. Against lophuraé malaria 
in the duck it is 128 times as active as quinine and twice 
as active as pamaquin. It has been tested in man against 
heavy experimental infections with the Chesson strain of 
Plasmodium vivax, a strain characterized by a high 
relapse rate. In prophylactic tests the drug was admini- 
stered for eight days to non-immune patients bitten 
by ten heavily infected mosquitoes on the second day of 
pentaquine administration; in toxic dosage (120 to 180 
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mg. of base a day) the drug was partially effective in 
preventing the establishment of malaria. For curative 
tests against primary attacks and against first or second 
relapses in non-immune patients the drug was admini- 
stered 4-hourly through the day and night for 14 days. 
Under these conditions pentaquine terminated individual 
attacks but was only partially effective in preventing 
relapses when administered alone in doses of up to 120 
mg. base per day. When combined with 2 g. of quinine, 
60 mg. of pentaquine base a day completely eradicated 
infection in 16 of 17 patients treated. No relapses 
occurred in 35 patients treated during their third relapse. 
Complete eradication of experimental infections 
required 90 mg. of base or 200 mg. of naphtholate of 
pamaquin daily, together with quinine, but in persons 
who had been on prolonged suppressive mepacrine 
therapy a marked reduction in the relapse rate was 
achieved with one-third the above dosage of pamaquin 
given with the quinine; consequently it seemed likely that 
small doses of pentaquine might decidedly reduce the 
relapse rate of persons who had been on long suppressive 
therapy. In field experiments a material percentage of 
subjects experimentally infected relapsed after concurrent 
administration of 60 mg. of pentaquine and quinine for 
as long as three weeks. F.. Murgatroyd 


696. The Influence of Ammonium Ion on the Plasma 
Atabrin Level and on the Urinary Excretion of Atabrin 

W. TRAGER and M. C. HuTcHINSON. Journal of Clinical 
Investigation [J. clin. Invest.) 25, 694-700, Sept., 1946. 
5 figs., 8 refs. 


It has been shown that low concentrations of ammo- 
nium ion rapidly extract atabrin [mepacrine] in vitro 
from blood cells and from tissues. The urinary excretion 
of atabrin by individuals taking this drug was found to be 
closely correlated with the urinary excretion of ammonia. 
The amount of atabrin excreted in the urine could be 
increased or decreased by artificially increasing or 
decreasing the amount of ammonia excreted, as by the 
feeding of ammonium chloride, or of sodium bicarbonate 
and citrate. A short period of administration of 
ammonium chloride to persons on a constant dosage of 
atabrin resulted in a temporary 50% increase in plasma 
atabrin level during or just after the period of ammonium 
chloride intake.—{Authors’ summary.] 


697. Enzyme Systems Operating within the Malarial 
Parasite 

E. A. Evans. Federation Proceedings (Fed: Proc.] 5, 
390-396, Sept., 1946. 18 refs. 


This is a concise review of present knowledge of the 
metabolic processes of Plasmodium gallinaceum and 
P. knowlesi. The enzyme systems of these parasites 
have been studied: (a) in suspensions of parasitized 
erythrocytes controlled by parallel experiments with 
normal erythrocytes; (4) in suspensions of parasites freed 
by haemolysis with water, saponin, or haemolytic 
antisera; and (c) in cell-free extracts of parasite. 

Utilization of molecular oxygen by parasitized erythro- 
cytes probably involves the heavy-metal catalysts of the 


cytochrome system; dehydrogenase systems have been 
demonstrated in cell-free extracts. The parasite manu- 
factures protein from the products of hydrolysis of intra- 
cellular protein, and also from amino-acids and other 
nitrogenous compounds derived from the plasma. 
Parasitized erythrocytes suspended in protein-free media 
produce ammonia and amino-nitrogen at the expense of 
intracellular protein; this process is inhibited by low 
oxygen tension and by quinine or mepacrine. The 
activity of the proteinases present in a cell-free extract of 
parasites is not affected by oxygen tension or quinine and 
mepacrine, and so the nitrogen metabolism of the para- 
site must be linked with oxidative processes by systems 
at present unknown. 

Carbohydrate metabolism is understood in greater 
detail. Under anaerobic conditions glucose is converted 
quantitatively to lactic acid; in the presence of oxygen 
part of the lactic acid is oxidized to carbon dioxide and 
water. The anerobic production of lactic acid involves 
the same stages of phosphorylating glycolysis as observed 
in mammalian tissue. The enzymes hexokinase, adeno- 
sine triphosphatase, and lactic dehydrogenase have been 
shown to be present in the parasite, and magnesium ions 
are required as a co-factor. Arsenate has a stimulant, 
and iodoacetate an inhibitory, action. The oxidation of 
acetate and pyruvate to carbon dioxide and water 
involves a system similar to the tricarboxylic acid 
cycle demonstrated in pigeon muscle by Krebs. The 
erythrocyte membrane is impermeable to highly polar 
compounds such as the dicarboxylic acids, therefore 
most of the observations have been made with freed 
parasites and extracts. This is not entirely satisfactory, 
because the oxidative activity of the free parasite is a 
great deal less than that of the parasitized erythrocyte 
and, also, part of the pyruvate is converted by the free 
parasite to acetate. Acetate production is probably 
not a normal activity of the parasitized erythrocyte. 
No metabolic processes have so far been encountered 
which are not already known in mammalian tissues, but 
there is evidence that the enzymes involved differ in their 
sensitivity to antimalarial drugs. Further study of these 
differences may lead to an understanding of the mode 
of action of chemotherapeutic agents. 

L. G. Goodwin 


698. Chemical and Nutritional Observations on Malarial 
Parasites Grown in vitro 

E. G. BALL. Federation Proceedings {Fed. Proc.] 5, 
397-399, Sept., 1946. 2 figs., 2 refs. 


Methods have been devised for the culture in vitro of 
erythrocytes parasitized with Plasmodium knowlesi. 
The simplest medium in which growth and multiplication 
can take place is isotonic saline containing glucose and at 
least 0-1 mg. per litre of p-aminobenzoic acid. For 
maximum growth the presence of amino-acids, vitamins, 
purines, pyrimidines, and other substances is required. 

Washed parasitized erythrocytes have been cultivated 
in a synthetic medium containing 1% of crystalline serum 
albumin, but it has not yet been possible to grow parasites 
free from the erythrocytes. High oxygen tension is 
detrimental to survival in vitro, but the parasites grow 
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readily when the gas phase contains as little as 0-39% of 
oxygen. Therefore it is not likely that the parasite 
invades the erythrocyte, because of the high oxygen 
content of the latter. 

In vitro growth of P. knowlesi was suppressed by the 
same concentrations of quinine and mepacrine that were 
effective in vivo (5 to 10 mg. per litre), which suggests that 
with each of these substances it is the drug itself and not a 
degradation product which is the active antimalarial. 
Sulphadiazine inhibited growth in vitro at a concentration 
of 10 mg. per litre, and its action was antagonized by 
increasing the concentration of p-aminobenzoic acid in 
the medium from 0-1 to 1 mg. per litre. This antagonism 
could not be demonstrated with the first generation of 
parasites grown in vitro. Parasitized red cells taken from 
an infected monkey consumed about fifty times as much 
glucose and oxygen as normal erythrocytes. Multiplica- 
tion of parasites in vitro was not accompanied by such a 
large rise in oxygen consumption. Rather more than 
half of the glucose utilized was converted to lactate; 
only one-sixth was oxidized completely to carbon 
dioxide and water. Taking each constituent of the 
normal erythrocyte as unity, the proportions present in 
the parasitized cell were: fatty acids, 4; total phosphorus, 
3; phosphorous hydrolysable in 15 minutes, 2:4; phos- 
pholipid phosphorus, 3-8; nucleic acid phosphorus, 
13-5; flavine adenine dinucleotide, 9. Normal erythro- 
cytes cultured in vitro also showed an increase in flavine 
adenine dinucleotide. L. G. Goodwin 


699. The Influence of Naphthoquinones upon the Respira- 
tory and Carbohydrate Metabolism of Malarial Parasites 
W. B. WENDEL. Federation Proceedings (Fed. Proc.]} 
5, 406-407, Sept., 1946. 


Compounds containing the 3-hydroxy-1, 4-naptho- 
quinone nucleus which were active against experimental 
Plasmodium knowlesi and P. lophurae infections were 
shown to have practically no activity in man, although 
degradation products of the drugs accumulated in the 
blood. Many naphthoquinone derivatives depressed 
the oxygen consumption of parasites in vitro. Good 
agreement was obtained between in vitro and in vivo 
activities against P. lophurae when the substituent group 
in the 2-position was a normal iso-cyclo or tertiary 
alkyl, or a methyl, dimethyl, ethyl, or unsaturated alkyl 
radicle (69 compounds). Six compounds containing 
phenyl or pyridyl groups were active in vivo but not in 
vitro. 

Active compounds inhibited the respiration of duck 
erythrocytes parasitized with P. lophurae immediately 
after addition to the medium; the inhibition was readily 
reversible in the early stages. The effects produced by 
the drugs were very sensitive to variations in pH, a unit 
decrease in pH causing a tenfold increase in activity with 
the eight substances tested. Erythrocytes suspended in 
human serum were much less sensitive to most of the 
drugs than when suspended in duck serum. Respiration 
was inhibited by interference with carbohydrate meta- 
bolism at the stage of oxidation of lactate to pyruvate. 
A similar action was observed with normal erythrocytes, 
but these were 100 times less sensitive to the drug. In 
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vitro methods may be used to determine the rate ang 
extent of degradation of naphthoquinones in the plasma 
of human patients. L. G. Goodwin 


700. A Physiologic Study of Hematopoiesis in the Duck 
with Malaria 

H. H. RostorFeR and R. H. RIGDON. American 
Journal of Clinical Pathology [Amer. J. clin. Path. 16, 
518-526, Aug., 1946. 4 figs., 10 refs. 


The functional hemoglobin, colorimetric hemoglobin, 
color index, cell volume index, and relative cellular 
hemoglobin index were studied throughout malarial 
infection and recovery in the duck infected with Plas. 
modium lophurae. A decrease in functional hemoglobin 
in relation to the amount of hemoglobin determined 
colorimetrically occurs during the first four days after 
inoculation and is thought to be caused by the presence 
of malarial pigment. The hemoglobin relationship is 
still abnormal during the recovery phase when no malarial 
pigment is present in the blood stream. The decrease in 
functional hemoglobin which continues throughout the 
recovery stage is correlated with the number of young 
cells present during this time. The color index is 
considerably decreased during the recovery stage. The 
cell volume index is greatly increased, and the relative 
cellular hemoglobin is decreased during the time when the 
young cells make up from 60 to 80% of the total number 
of cells present. It appears from this study that the 
young red cells of the duck contain a substance which 
does not carry oxygen but is determined as acid hematin 
by the Schultze and Elvehjem colorimetric method.— 
[Authors’ summary.] 
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701. The Treatment of African Sleeping Sickness with 
Two New Trivalent Arsenical Preparations (Melarsen 
Oxide and 70A) 

D. WEINMAN. American Journal of Tropical Medicine 
[Amer. J. trop. Med.| 26, Suppl., 95-105, Sept., 1946. 
1 fig., 11 refs. 


Sleeping sickness in Liberia is mild in type and responds 
well to moderate doses of tryparsamide. ‘‘ Melarsen” 
oxide has the formula: 


AsO.2H,O 


It is only slightly soluble in water, but solutions may be 
obtained by first dissolving it in propylene glycol and 
subsequently adding water. In rats infected with 
Trypanosoma equiperdum the minimal curative dose by 
intravenous injection is 0-5 mg. per kilo, while the LD 
50 is 17-5 per kilo. When given by mouth it is absorbed 
from the gastro-intestinal tract. The symptoms of 


BSP™ 


3228 


| || 
| 
| 
NH, 
\ 
C—N 
N C—NH 
7 
C=N n 
a 
NH, 
} 
i 
é 


ay be 
| and 

with 
se by 
e LD 
orbed 
is of 


OTHER PROTOZOAL INFECTIONS 227 


chronic toxicity in dogs include loss of weight, ulcerative 
stomatitis, and death after 60 days. The patients 
treated in the present series were in poor physical 
condition and the dose was on the low side for greater 
safety, 0°1 mg. per kilo being given intravenously daily 
for 7 consecutive days or 3 mg. per kilo by mouth for 
from 5 to 8 days. Four non-neurological cases were 
treated by mouth; no trypanosomes could be found in 
the blood, lymph nodes, or spinal fluid when they were 
examined 2, 7, 8, and 12 months later respectively. 
Eight patients with nervous system involvement were 
treated by mouth; 6 showed an immediate response and 
the other 2 responded after a second course of the same 
dosage. Four of these cases were more advanced than 
the others; 2 of them relapsed, and 2 maintained their 
improvement as long as they were followed up. 

Melarsen oxide was given intravenously to 8 patients. 
Five were non-neurological cases ; all were apparently free 
from trypanosomes at the end of treatment and 3 were 
still apparently free when re-examined, 1, 1, and 2 months 
later respectively. Three patients had nervous system 
involvement and had received prior treatment with 
arsenicals; 1 patient was much improved, 1 relapsed 
within 35 days, and 1 did not respond. No toxic 
symptoms due to the drug occurred in any of these 
patients. 

The formula of compound 70A is: 


oa 


Of this drug 40 mg. was given intravenously three times 
a week for 9 to 10 doses. Seven patients without 
neurological involvement were treated; and the blood 
and lymph nodes became free from trypanosomes. 
Four patients were followed up for 24, 5, 9, and 11 months 
respectively and none relapsed. Three patients with 
involvement of the nervous system were treated, but they 
failed to respond, and it is concluded that this compound 
is not effective in the treatment of such cases. [These 
results show that melarsen oxide has a _ considerable 
therapeutic action in West African sleeping sickness; 
they do not show whether it is better or worse than 
tryparsamide or other standard drugs. A more detailed 
account of the treatment of sleeping sickness by 70A is 
given by Eagle, Publ. Hlth Rep., Wash., 1946, 61, 1019 
(see Abstracts of World Medicine, 1947, 1, 212).] 
F. Hawking 


702. Amoebiasis: The Role of Bacteria in Sympto- 


matology. I: Sigmoidoscopic Findings in Symptomatic 
and Asymptomatic Cases. II: The Effect of Sulfadiazine 
on Symptoms and Sigmoidoscopic Findings 

M. ELLENBERG. American Journal of Digestive Diseases 
[Amer, J. digest. Dis.] 13, 356-360, Nov., 1946. 1 fig., 
18 refs. P 


The relationship between the asymptomatic carrier 
and the symptomatic case in amoebiasis is discussed, and 
it is pointed out that most carriers have some symptoms 
and signs. Attempts have been made to account for the 


discrepancy in the frequency and severity of symptoms on 
the basis of (1) variation in strain virulence (2) the 
possibility that Entamoeba histolytica is a facultative 
rather than an obligatory tissue invader dwelling in the 
intestinal lumen. Although there is variation in strain 
virulence, this bears no relation to the severity of the 
symptoms. Post-mortem evidence indicates that the 
organism is an obligatory parasite, and not an accidental 
invader of tissue. 

The simultaneous endemicity of non-specific diarrhoea 
and symptomatic amoebiasis, the variation in the inci- 
dence of symptomatic amoebiasis with meteorological 
influences while routine stool surveys yield a relatively 
constant percentage of positive asymptomatic cases, and 
the effective relief of symptoms with sulphonamides or 
penicillin, which leave E. histolytica untouched, all 
combine to suggest that bacteria may be the determining 
factor in upsetting the host-parasite equilibrium which 
exists in the asymptomatic cases. 

Sigmoidoscopic examinations were performed on 107 
symptomatic and on 69 asymptomatic cases of proven 
amoebiasis. Typical amoebic lesions are described as: 
(1) minute pin-point ulcers; (2) yellowish, submucosal 
elevations; and (3) the classical punched-out deep 
ulcers with undermined margins. Bacterial or inflam- 
matory components of amoebic lesions are described as: 
(1) an erythematous areola surrounding the amoebic 
lesion, (2) a grey necrotic inflammatory slough or 
membrane overlying an ulcer, and (3) generalized 
erythema and oedema of the mucosa. The incidence of 
amoebic lesions in symptomatic and in asymptomatic 
cases was practically identical, whereas bacterial or 
inflammatory components were present in 78% of 
amoebic lesions in the symptomatic cases but only in 19% 
of the asymptomatic cases. 

Fifty-nine unselected cases of amoebiasis were chosen 
in order to demonstrate the effect on symptoms and on 
sigmoidoscopic findings of 27 g. of sulphadiazine given 
over 5 days. Of the entire series 98% were by this means 
rendered either completely symptom-free or showed 
definite improvement. Out of 38 patients who had had 
bacterial components of amoebic lesions, sigmoidoscopy 
after treatment revealed either complete clearing or 
definite improvement of the accompanying inflammation 
in 35. The amoebic lesions were completely unaffected. 
Of 3 patients with pure bacterial proctitis, 1 was cured 
and 2 showed distinct improvement. E. histolytica 
remained present in stool or swab in every case. Peni- 
cillin in 3-hourly doses of 30,000 units intramuscularly 
for 4 days caused symptomatic improvement in 3 out of 4 
cases and sigmoidoscopic improvement in all 4. 

Reference is made to the important work of Hargreaves 
(Lancet, 1945, 2, 68), who, using a combination of 
penicillin and sulphasuxidine to control secondary 
bacterial infection in 47 refractory cases, subsequently 
rid the patients of E. histolytica with anti-amoebic drugs. 
The evidence produced in the paper suggests that the 
basic pathology is identical in both symptomatic and 
asymptomatic cases, and that the relative host-pathogen 
equilibrium that exists in the asymptomatic phases of 
amoebiasis is upset by secondary bacterial pathogens. 

Geoffrey McComas 
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703. Keloidal Blastomycosis (Lobo’s Disease)—New 
Forms of Parasite in Culture. (Blastomicose queloideana 
ou doenga de jorge lobo. Novas formas do parasito em 
cultura) 

A. E. pe AREA LeAo, A. Cury, M. T. MELLO, and M. 


Goro. Hospital [|Hospital, Rio de J.) 30, 929-935, Dec., . 


1946. 8 figs., 6 refs. 


This report comes from the mycological section of the 
Oswaldo Cruz Institute in Rio de Janeiro. Lobo’s 
disease was named after Jorge Lobo, who first described 
its occurrence in a patient from Amazonia in 1933, in 
whom it had been present for 19 years. It presented as 
red, smooth, hard, cutaneous nodules, which were keloid 
and pleomorphic in type and were accompanied by 
pruritus. The nodules were slightly tender, bled easily, 
and were confined to the sacralarea. There were no con- 
stitutional symptoms. A mycelium was found in the 
exudate from the nodules and was cultured. A second 
case was reported in Rio in 1938; this patient had nodules 
on one ear; cultures were not obtained. Culture from 
the exudate is difficult but can be obtained from biopsy 
material placed directly on ordinary media and kept at 
room temperature. The microscopical and macro- 
scopical appearances are fully described and well illus- 
trated in photographs and line drawings. The mycelium 
was classified in 1940 by Fonseca and Aréa Ledo as of 
the genus Glenosporella and the species was given the 
name /oboi. Cultures made from the original material 
on blood agar at 37° C. after an interval of fifteen years 
have now been studied by the authors, and its reproduc- 
tive form has been observed. Reproduction, with its 
single and multiple budding, resembles closely that of 
cultures seen in Gilchrist’s disease and Lutz’s disease, the 
North and South American forms of blastomycosis. It 
is anticipated that further research will establish that the 
three diseases are caused by three species of the same 
genus. J.J. Keevil 


704. Clinical and Radiological Aspects of Pulmonary 
Brazilian Blastomycosis. (Aspectos clinicos e radio- 
légicos da blastomicose brasileira pulmonar) 

A. P. Goncatves and C. Barpy. JAHospital (Hospital, 
Rio de J.] 30, 1021-1041, Dec., 1946. 8 figs., 11 refs. 


This report, which dates from September, 1945, 
contains a review of rival opinions on the incidence of 
pulmonary lesions in Brazilian blastomycosis, the figures 
varying from 15 to 84% of cases reaching necropsy. 
The total number of cases reported upon by each authority 
is, however, small, varying from 58 to 25. The authors 
consider that the true incidence can only be assessed from 
the radiological study of all cases at various stages, since 
the condition is subject to spontaneous resolution, while 
a secondary invasion of the lungs from other primary 
foci of infection must often occur. No primary pul- 
monary lesions have been proved, although these were 
suspected in one of the patients in this series, a point of 
difference between paracoccidioidosis (Brazilian blasto- 
mycosis) and coccidiodomycosis, since the onset of the lat- 
ter is frequently pulmonary. The authors have subjected 


25 of their own cases of Brazilian blastomycosis to a ful] 
investigation. A table gives their findings in 14 in which 
there was x-ray evidence of pulmonary involvement 
(56%). They found no characteristic symptoms or 
signs which could assist in a differential diagnosis, byt 
the very absence of these when contrasted with the 
marked radiological changes is significant of the condi- 
tion. Pyrexia is variable and may be low even in the 
terminal stages. There may be no cough; sputum may 
be only mucous; it is not often blood stained and jts 
microscopical appearance is rarely diagnostic and may 
be misleading as regards the localization of the infection 
in the lungs. Brazilian blastomycosis may occur in the 
oropharynx or larynx, and the sputum may be contamin- 
ated from these sources when the pulmonary lesions are 
due to other causes. These fallacies cannot always be 
guarded against, either by careful examination of the 
patient or by special methods for the collection of the 
sputum. These uncertainties render x-ray examination 
of all cases essential, not only as a primary diagnostic 
measure but also at later stages in order to observe the 
effect of sulphonamides; a response to sulphonamides in 
doubtful cases may be regarded as diagnostic. In 
treatment, the authors used sulphapyridine, sulphathia- 
zole, sulphadiazine, or sulphamerazine indifferently, 
obtaining excellent results in all cases; no symptomatic 
treatment was needed. They examined the radiographs 
carefully and considered that in time it should be possible 
to establish a number of features sufficiently characteristic 
of the condition to place its radiological diagnosis on the 
same level as that of pulmonary tuberculosis. They 
admit that at present the differential diagnosis from the 
latter may be difficult and may have to be decided by the 
therapeutic test. Their radiographic findings are given 
in detail and illustrated by 6 diagrams, while 6 films are 
reproduced to show response to treatment. The 
radiological changes are generally bilateral and consist 
chiefly of nodules which may be diffuse or confluent and, 
as distinct from tuberculous ones, may vary in size in the 
same area. The initial nodular lesion appears to te 
miliary in appearance but distributed in groups. _ Fibrosis 
is less dense than in tuberculosis. Nodules were found 
in para-hilar, mid-zone, apical, and_ infraclavicular 
regions in that order of frequency. The authors found a 
cavity only in one case and no definite evidence of 
pulmonary adenopathy in any case. J. J. Keevil 


705. Disseminated Coccidioidomycosis Localized in 
Bone 

D. SAsHIN, G. N. Brown, N. C. LArrer, and H. C. 
McDowELL. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 212, 565-573, Nov., 1946. 5 figs. 


The case histories are given of two coloured males in 
each of whom bone was involved in an infection by 
Coccidioides immitis. This organism produces a primary 
infection which is self-limited and generally either causes 
mild pulmonary symptoms or is asymptomatic; 4a 
small percentage of cases, however, develop a secondary 
or disseminated involvement in various parts of the body. 
Although this may not come on until months or years 
after the initial phase it is very serious and usually fatal. 
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If bone is involved the infection is usually mistaken for 
tuberculosis. 

Both of the patients, one of whom died, had been 
stationed for nearly a year in southern Arizona where the 
disease is known to be endemic. In both, the lesion 
appeared to follow trauma. The clinical diagnosis was 
adequately confirmed by skin test, complement-fixation 
tests, biopsy, culture, and mouse inoculation. The 
characteristic feature in infected tissue is the presence of 
spheroid bodies with a capsule of double contour which 
often contains several rounded endospores. In the first 
case the lesion was in the lower end of the tibia, and the 
condition was at first diagnosed as acute non-suppurative 
osteomyelitis. Clinically there were two large irregular 
wounds with multiple sinus tracts nearby. Radiographs 
revealed an area of rarefaction the size of an egg with 
extensive periosteal proliferation at the lower end of the 
tibia. The patient was put to bed and given potassium 
iodide and a coccidioidin vaccine; the infection appears 
to have been arrested. The second patient, who suc- 
cumbed, had a lesion of the left great toe, which was at 
first swollen and later ulcerated and showed three 
draining sinuses. Radiographs revealed irregular des- 
truction of the distal phalanx. This patient died as a 
result of lesions disseminated all over the body but no 
details of these are given. S. Oram 


706. Clinical and Roentgenologic Aspects of Cocci- 
dioidomycosis 

C. F. SweiGert, J. W. Turner, and J. B. GILLESPIE. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 212, 652-673, Dec., 1946. 12 figs., 23 refs. 


Coccidioidomycosis has been recognized in the 
United States since 1894, cases being confined to sharply 
delimited areas in the San Joaquin Valley in California 
and to parts of Southern Arizona and Western Texas. 
The siting of military training camps in endemic areas 
has led to the dissemination of cases throughout the 
country. The present paper is based on 77 cases admitted 
to an Army Air Force Hospital in Southern Arizona 
between August, 1942, and August, 1944. The maximum 
incidence was in August and September, and the relative 
incidence was three times greater in negro than in white 
troops. The 72 patients with acute localized lesions 
recovered, but 2 of the 5 patients with generalized 
dissemination died. 

Five clinical types are recognized: (1) Symptomless 
infection demonstrable only by the development of a 
positive skin reaction to coccidioidin and occasionally by 
residual pulmonary lesions on radiography. Ten to 
fifteen per cent. of individuals become infected after a 
year’s residence in an endemic area, and 80 to 90% after 
10 years. (2) An acute self-limited infection appearing 
as pleurisy, pneumonia, or bronchitis. (3) An acute 
respiratory infection associated with erythema nodosum 
or other erythematous skin lesions (18%). (4) Persistent 
pulmonary lesions, usually cavitation or nodulation, 
unaccompanied by symptoms. (5) Disseminated cases 
with prolonged fever, and lung, lymph node, bone, skin, 
and meningeal involvement. Dissemination occurs as a 


continuation of the initial infection and not after a period 
of quiescence. 

Fever seldom lasts more than a week in localized cases, 
and cough is seldom troublesome and only occasionally 
productive. Severe pleuritic pain is common, but pains 
may be entirely substernal and may simulate angina. 
Erythematous skin lesions, either erythema nodosum or a 
generalized rash sometimes characteristic of erythema 
multiforme, occur within the first week of the initial 
infection and subside in one to two weeks; such lesions 
are associated with hypersensitivity to coccidioidin and 
development of a high degree of immunity and resistance 
to dissemination. In disseminated cases, granulomata, 
cold abscesses, or sinuses may form from which Cocci- 
dioides immitis may be recovered. Arthritis was not 
encountered in this series and no disseminated bone or 
joint lesions were seen. General constitutional symptoms 
are surprisingly slight, and signs in the chest minimal 
apart from the occasional development of a pleural 
effusion. Widespread enlargement of lymph nodes may 
occur in disseminated cases. 

In primary cases, radiological changes are limited to 
the thorax. Single or multiple areas of consolidation, 
seldom involving a whole lobe, are the commonest 
finding, and may resolve completely in a few weeks, 
but more often incompletely with the appearance of 
chronic lesions. Enlargement of both hilar and media- 
stinal nodes is common. Cavity formation may occur 
during the resolution of the pneumonic areas, when a 
cavity is usually thin-walled, or nodules may appear in an 
area of consolidation, become smaller and more sharply 
defined, and then appear to extrude their centre with the 
formation of a thick-walled cavity. Cavities may persist 
for many months and nodules for even longer, sometimes 
undergoing calcification. Pleural reactions are frequent. 
In disseminated cases, mediastinal and _hilar-node 
enlargement is the rule, and miliary lesions may be seen 
in the lungs and destructive lesions resembling tubercu- 
losis develop in bone and cartilage. 

Direct demonstration of the organism in the sputum 
smear or by culture on Sabouraud’s medium or intra- 
peritoneal inoculation of mice or guinea-pigs is excep- 
tional, and diagnosis usually depends on suggestive 
clinical and radiological findings in a person who has 
resided recently in an infected area and has a positive 
coccidioidin cutaneous reaction and positive precipitin 
and complement-fixation reactions. Treatment is purely 
symptomatic apart from the incision and drainage of 
abscesses. J. W. Litchfield 


707. Histoplasmin Sensitivity 
A. CuristiE and J. C. Peterson. Journal of Pediatrics 
[J. Pediat.] 29, 417-432, Oct., 1946. 5 figs., 8 refs. 


Previous studies by the present authors and others of 
pulmonary calcification in people insensitive to tuberculin 
have shown a correlation between such calcification and 
histoplasmin sensitivity. The present communication, 
which comes from the Vanderbilt University School of 
Medicine, Nashville, Tennessee, is the result of a further 
examination of this correlation in which 2,000 histo- 
plasmin tests were done in various age-groups from a 
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considerable area of the U.S.A. The subjects were 
tested for sensitivity to tuberculin and histoplasmin and 
their chests were radiographed. The results, set out ina 
series of tables, claim to show that (a) among residents 
of Tennessee with pulmonary calcifications 87:-4% were 
sensitive to histoplasmin and only 18-8°% to tuberculin; 
(5) there was a similar trend among non-residents of 
Tennessee; (c) when pulmonary calcification was classi- 
fied as “‘ marked,” “ minimal,” and “ none,” the pro- 
portion of subjects in each group showing histoplasmin 
sensitivity was 88%, 62%, and 48%, while of those showing 
tuberculin sensitivity the proportion was 21%, 18%, and 
6%. 

The age distribution of histoplasmin and tuberculin 
sensitivity is similarly discussed and analysed, and it is 
concluded that there is a more intimate relationship 
between the presence of histoplasmin sensitivity and 
pulmonary calcification than between this latter pheno- 
menon and tuberculin sensitivity, at least in the groups 
observed. The geographical distribution of the observed 
factors was studied in 926 subjects from Tennessee and 
644 principally from States in the south-eastern section 
of the U.S.A. The authors conclude from this part of 
their study that there was a more direct relationship 
between pulmonary calcification and histoplasmin 
sensitivity than between such calcifications and tuberculin 
sensitivity. The significance of histoplasmin skin 
sensitivity is discussed; the authors suggest that the 
reaction is not highly specific, but that further work is 
needed on cross reactions to antigens derived from other 
fungi responsible for systemic mycoses. 

A. Doyne Bell 
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708. Control of Schistosomiasis 
J. J. C. Buckiey. Tropical Diseases Bulletin [Trop. Dis. 
Bull.) 43, 693-696, Aug., 1946. 


The problem of schistosomiasis control is discussed, in 
the light of modern practice, from the standpoint of two 
main principles—prevention and treatment. Prevention 
is dealt with under three main headings: 

(1) Protection of Snail Habitats from Infection —In 
the Sudan, villages are sited at least 300 metres from snail- 
infested canals, which are fenced, and good wells and 
latrines are provided near villages. 

(2) Destruction of Snails—Chemical reagents which 
have been used with success include copper sulphate 
(5 to 50 parts per million) in Egypt and Tunisia; this 
has, however, the disadvantage of rendering water 
temporarily unfit for human consumption; copper 


‘carbonate in Southern Rhodesia; this is as effective and 


less toxic but more expensive and less soluble; quicklime 
(4 to 100 parts per 1,000) in Venezuela, Pernambuco, and 
Japan; this has the advantage of being non-toxic to 
domestic animals and cultivated land and possessing 
bactericidal and cercaricidal action; and ammonium 
sulphate. In Southern Rhodesia the use of lime is 
deprecated ac encouraging snail development in lime- 
deficient areas. Manual clearance of snails and vegeta- 
tion is employed with success in Fayoum Province, while 
in Japan snails outside the water may be killed by a steam 


jet. Doubts exist as to the efficiency of drying as g 
means of snail control. Measures against Schistosoma 
japonicum must take into account the fact that it js 
harboured by other definitive hosts than man. Biological] 
control of snails by fish ( in South Africa and Rhodesia), 
by water plants such as Pistia stratiotes (in Zanzibar and 
Tanganyika Territory), and by plantifig Balantites trees 
along snail-infested waterways (in Africa, Arabia, 
Egypt, and Palestine), has been suggested and may be 
valuable in limited circumstances. Dangers due to 
incidental creation of habitats favourable to snails are 
emphasized. 

(3) Avoidance of Cercarial Infection.—Avoidance of 


skin contact with or drinking of infected waters may be ° 


nullified by thé requirements of agricultural practice in 
some countries. Vigorous wiping after bathing is useful 
prophylaxis, since cercariae penetrate the skin mainly 
when water is evaporating from it. Researches on 
cercaricidal substances have mainly centred about the 
effects of chlorination; chloramine, sodium hypochlorite, 
and gaseous chlorine have been used. A minimum 
exposure of twenty minutes renders cercariae non- 
effective if minimum residual chlorine reaches 0-5 part 
per million. The effect of physical conditions on the 
life-span of cercariae of Schistosoma mansoni is outlined. 
Treatment stems the source of snail infection and should 
be carried out concurrently with anti-snail measures. 
Intensive treatment with sodium antimony] tartrate, 
consisting of six intravenous injections each of gr. 1 to 2 
(65 to 130 mg.) given at intervals of 2 to 24 hours over a 
period of 30 hours with a break of 16 hours after the 
first day of treatment, appears promising and avoids the 
prolonged and tedious procedure of the standard 
treatments. 
[This is a valuable review of recent work which should 
be read in the original by those especially interested in 
the subject.] J. M. Watson 


709. The Diagnosis of Schistosomiasis Japonica. III, 
Technics for the Recovery of the Eggs of Schistosoma 
japonicum 
E. C. Faust and J. W. INGALLS. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 26, 559-584, 
Sept., 1946. 11 refs. 


The authors stress that presumptive clinical diagnosis 
of schistosomiasis japonica depends on the demonstra- 
tion of parasitic ova in the faeces. Concentration 
techniques are particularly important, since mildly 
infected persons, or those who have been treated but not 
cured, often have so few eggs in their stools that repeated 
direct examination of faeces fails to reveal ova. The 
comparative efficiency of direct faecal films, sedimenta- 
tion methods, zinc-sulphate centrifugal flotation, ether 
centrifugalization, and hatching tests was studied, the 
material utilized consisting of stools of infected patients 
before, during, and after treatment, and those of infected 
dogs. Different liquids were tested for their comparative 
sedimenting efficiency; and a number of reagents were 
tested in the ether centrifugalization technique. Quanti- 
tative counts were made in all tests. The following are 
the conclusions. 
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1. Three to eight direct faecal films should always be - 
examined first in all suspected cases, since ova will often 
be detected without resort to concentration. 

2. Sedimentation is a simple diagnostic procedure, but 
for efficiency each specimen should be thoroughly 
homogenized. The stool sample should be thoroughly 
suspended in at least 25 times its volume of 0-5% glycer- 
ine in tap water, strained through four layers of surgical 
gauze to exclude large faecal particles, and then allowed 
to sediment. Three suspensions and decantations, the 
first of one to two hours, the second and third of half an 
hour each areemployed. Three 0-1 ml. samples from the 
sediment yield 20 to 67% of the eggs originally present, 
in perfect condition. This method is recommended for 
routine stool examination. 

3. Zinc sulphate centrifugal flotation is not satisfactory 
because the eggs shrink and only a small percentage of 
them float. 

4, For recovery of the largest number of eggs in a small 
amount of stool the authors consider that the sodium 
sulphate+-“‘ triton’’-ether centrifugalization technique is 
best; 1 g. of faeces is thoroughly homogenized in 5 ml. 
of the aqueous reagent (sodium sulphate solution of 
specific gravity 1-08-+the detergent triton), and strained 
through two layers of surgical gauze into a centrifuge 
tube. An equal volume of ether is added, the mixture 
shaken, and then centrifugalized at 1,500 r.p.m. for two 
minutes. The tube is removed from the centrifuge and 
the interphase film between ether and aqueous reagent 
carefully stirred to permit settling of eggs caught in this 
layer; the contents are allowed to settle for a minute and 
the entire supernatant liquid is decanted. The sediment 
is then examined microscopically for eggs. Eggs so 
obtained are excellently preserved. 

5. While both the ether centrifugalization technique 
and the sedimentation technique described above yield 
immature, mature, degenerate, and calcified eggs, 
hatching tests provided evidence of the presence only of 
mature viable eggs. Hatching tests are therefore not 
suitable for routine diagnosis. 

[This important paper should be consulted in the 
original by those concerned in the diagnosis of schistoso- 
miasis.] J. M. Watson 


‘ 710. The Pulmonary Manifestations of Schistosomiasis 


Caused by Schistosoma japonicum 

H. B. WeitnsperG and A. J. TILLINGHAST. American 
Journal of Tropical Medicine [Amer. J. trop. Med.) 26, 
801-809, Nov., 1946. 3 figs., 3 refs. 


Two cases are described of American soldiers, infected 
in the Philippine Islands by Schistosoma japonicum, who 
both showed prominent pulmonary manifestations. 
The clinical symptoms of lung involvement were cough 
with scanty expectoration and pain in the chest; scattered 
tales of no fixed type were present. X-ray examination 
of the chest revealed miliary infiltration throughout both 
lungs. One patient recovered and the radiograph 
showed practically complete clearing of the chest. The 
other patient died suddenly during the administration of 
tartar emetic intravenously. At necropsy, the liver was 
found to be large, weighing 3,350 g., and was studded 


with pseudotubercles, which were also present on the 
walls of the rectum and sigmoid colon. Both lungs 
showed numerous small, white, firm nodules, up to 2 
mm. in diameter, throughout the substance. Microscopi- 
cally, two types of reaction were present. The pseudo- 
tubercles visible to the naked eye presented a necrotic 
centre with intense eosinophilic infiltration surrounded 
by an area of fibrosis. Ova of S. japonicum in various 
stages of degeneration could be seen in some of the 
nodules. The second reaction was a diffuse involvement 
of the alveoli; many contained a deposit of fibrin with 
enmeshed cells, chiefly large mononuclear and eosinophil 
leucocytes. The nodules in the liver consisted of a 
small area of necrosis surrounding an ovum, a middle 
zone of cellular reaction including large numbers of 
eosinophils and endothelial cells, and an outer zone of 
fibrosis. 

The authors consider that the extent of tubercle 
formation in the lungs would have resulted in a con- 
siderable degree of permanent damage if this patient had 
recovered. They suggest also that the pulmonary 
symptoms usually described as occurring in the incuba- 
tion stage of this disease, and considered to be due to the 
passage of cercariae, may in fact be the result of the 
localization of ova in these tissues. J. C. Broom 


See also Abstract No. 579. 


711. The Diagnosis of Schistosomiasis Mansoni by a 
Rectal Biopsy Technique 

F. HERNANDEZ-MorALes and J. F. MALDONADO. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.) 26, 811-820, Nov., 1946. 5 figs., 10 refs. 


Rectal biopsy provides material in which Schistosoma 
mansoni can be detected with much greater ease and 
certainty than by the usual method of faecal examinations. 
The technique is as follows. A proctoscope is introduced 
and the first rectal valve visualized. Any faeces are 


removed with a swab and, from the edge of the fold, 


a small piece of rectal wall is pried loose with a biopsy 
forceps. Bleeding rarely occurs but can be controlled 
by pressure with a swab. The piece of tissue is pressed 
between two microscope slides with the help of Hoffman 
clamps and examined by low-power magnification. 
The eggs can be readily seen and counted, and the live 
ones easily differentiated from the dead. 

The value of the test was determined in 138 patients 
who had been rejected from the armed forces because of 
schistosomiasis or because they had been exposed to the 
risk of infection, or suffered from symptoms suggestive 
of the disease. A biopsy was performed on each patient 
and was repeated as deemed necessary. The patients 
were divided into a group containing those who had 
received no treatment or were just beginning treatment 
for schistosomiasis, and a second group comprising 
those who had had one or more complete series of 
injections at any time. The biopsy results were compared 
with those obtained by the De Rivas hydrochloric acid- 
ether concentration technique carried out on faecal 
samples from the same patients and, in a limited number 
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of cases, with the results of intradermal tests with 
cercarial antigen. 

Of 50 untreated cases 50% gave positive results by 
biopsy, whereas by faecal examination 20 results were 
positive and 28 negative (the remaining 2 cases were not 
examined). Skin tests were carried out only on 16 of 
these cases; 11 gave positive, 2 negative, and 3 doubtful 
readings. In the treated group of 88 patients, the 
biopsy technique gave 62 positive and 26 negative results; 
the faeces gave 16 positive results and 72 negative. 
Of 12 skin tests, 9 were positive, 1 negative, and 2 
doubtful. / 

The eggs as they are seen in the fresh tissue may be 
divided into 3 main types: (1) the commonest appears 
heavy and black under the microscope; (2) the second 
commonest is the yellow, chitinized remnant of the 
shell, which is all that remains of the egg; (3) the least 
common are live eggs in which the miracidium is clearly 
outlined with the flame cells active. Another type, 
sometimes quite common, is thought to be laid while 
immature and therefore fails to develop. These eggs 
show a clear central space with a granular area at either 
pole. The authors stress the importance of the search 
for live eggs. If dead ones only are found at repeated 
biopsy the patient should be considered cured. On the 
other hand, a return of live ova suggests that at least 
some of the worms have survived, or else that reinfection 
has occurred. J. C. Broom 


712. Studies of Filariasis. Developmentof Wuchereria 
bancrofti in Culex quinquefasciatus of Oahu 

E. C. NELson, J. E. Wess, M. Bay .iss, and G. S. STARKEY. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.] 26, 707-713, Sept., 1946. 15 figs., 3 refs. 


The authors found that the microfilariae of Wuchereria 
bancrofti from the island of Okinawa readily developed 
to the infective stage in the mosquito Culex quinque- 
fasciatus of Oahu, Hawaii. Day-to-day dissections were 
made of mosquitoes reared in the laboratory which had 
been feeding on Okinawans positive for microfilariae; 
the various stages in development of the microfilariae are 
described and shown in photomicrographs. A similar 
series of experiments on Koreans infected with Wucher- 
eria malayi were also carried out, but in this case micro- 
filariae failed to develop in the mosquito. J.M. Watson 


713. A Study of Hookworm Infection in Navy and 
Marine Personnel on Guam 

N. R. Stott, E. H. LouGHiIn, A. H. Harris, and B. M. 
CHENOWETH. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 26, 687-698, Sept., 1946. 7 refs. 


The authors investigated the incidence and intensity 
of infestation with hookworm in shore-based United 
States naval personnel on Guam, and marines who came 
to Guam after fighting in the Leyte campaign. They 
found an incidence of 5-7%. Most of these infections 
were light. Positive findings preponderated in men 
from the southern States, and the recovery of pure 
Necator americanus from many of them after treatment 
indicated that the infections were residual ones contracted 


- in the U.S.A. Clinical symptoms were usually absent 
even when as many as a hundred worms were present. 
Some heavy infections were found, however, including 
Ancylostoma duodenale, which is a dominant parasite of 
natives on Guam. It was concluded that despite the 
sanitary barriers against hookworm devised by the 
United States Naval Medical Corps an appreciable 
number of new hookworm infections were acquired by 
men living under the strenuous conditions of war. 
Since the sanitary barriers may not be as efficient in 
peace time as in war “ an increased rate of newly acquired 
hookworm infections is predictable ’’. There is also a 
possibility that A. duodenale may be introduced into the 
southern United States by returning Service men. 

J. M. Watson 


RHEUMATIC INFECTIONS 


714. Mester’s Reaction in Rheumatic Infections. (La 
reazione di Mester nella infezione reumatica) 

Gazzetta Sanitaria [Gazz. sanit., Milano] 17, 88-89, 
July—Aug., 1946. 


In 1938 Mester devised a diagnostic test which he 
claimed was specific for rheumatic affections. The 
test consisted of an intradermal injection of 1 ml. of 
0-1% solution of salicylic acid. This quantity is divided 
into 5 doses of 0-2 ml., which are injected into 5 different 
parts of the skin on the flexor side of the forearm. A 
white blood cell count is made immediately before and 
an hour after the injection. If a rheumatic process is 
present the white cell count should drop by at least 
15%, and may drop by as much as 50%. In non- 
rheumatic affections there is either no drop or a drop 
of less than 15%. The reaction does not depend on 
the previous level of leucocytes or on previous treatment 
with salicylates. 

The specificity and diagnostic suitability of this reaction 
are, however, challenged by several investigators. Verde 
and De Bellis have studied the reaction on 25 rheumatic 
patients and in 12 patients with non-rheumatic affections. 
The reactions were positive in only three-quarters of the 
rheumatic group. Massobrio and Alloati found the 
reaction in its original form positive in only 30% of 


rheumatic subjects. Addition of procaine to salicylic , 


acid, which abolishes the local skin reaction, increases 
the positive results to 70%. Poli and Torelli added a 
local analgesic scurocaine 0-01 g. to 0-001 g. of 
salicylic acid in 1 ml. of water, and found the reaction 
positive in 85% of rheumatic subjects. Pellegrini 
found that the reaction was not specific for rheumatism 
and that it ran parallel to the allergic skin sensitivity to 
tuberculin. Woods and Comroe denied that the 
reaction had any diagnostic value. Macchia, Greco, 
and D’Afflito found that this procedure also caused a 
fall in blood protein by at least 1% within 30 to 60 
minutes of the injection. While in the original form 
the reaction was positive in 50° of cases, the fall in blood 
protein occurred in 33%. Contrary to these authors, 
Pulitano found the reaction positive in 80% of cases, 
and also in a few cases of erythema nodosum suggestive 
of a rheumatic aetiology. Jan Brod 
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